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FORWARD 


The  Department  of  Clinical  Investigation  was  initiated  in  1966  at 
Madigan  Army  Medical  Center  then  known  as  Madigan  General  Hospital 
under  the  auspices  of  the  Research  and  Development  Command.  At 
its  inception,  it  was  then  known  as  R&D  which  has  continued  to 
be  the  name  used  by  many  of  the  people  who  use  our  services  and 
facilities.  Additional  name  changes  were  Medical  Research  Ser¬ 
vice,  Clinical  Investigative  Service  and  finally  with  arrival  at 
fruition  the  name  of  Department  of  Clinical  Investigation.  The 
Department  of  Clinical  Investigation  has  had  an  increase  from 
1966  of  five  approved  protocols  to  its  current  work  load  of  245 
protocols.  There  has  been  an  associated  increase  in  the  amount 
of  administrative  responsibilities,  review  activities  and  assoc¬ 
iated  committee  meetings  to  approve,  review,  and  renew  research 
endeavors.  This  brings  to  mind  a  story,  "How  It  happened,"  by 
Isaac  Asimov. 1 

"In  the  beginning,"  he  said,  "exactly  fifteen  point 
two  billion  years  ago,  there  was  a  big  bang  and 
the  Universe — ."  "But  are  you  going  to  tell  the 
story  of  the  Creation  over  a  period  of  fifteen 
billion  years?"  "I  have  to,"  said  my  brother.... 

By  now  I  had  put  down  my  stylus.  "Do  you  know 
the  price  of  papyrus?"  the  inspiration 

didn't  include  such  sordid  matters  as  the  price 
of  papyrus).  I  said,  "Suppose  you  describe  one 
million  years  of  events  to  each  roll  of  papyrus. 

That  means  you'll  have  to  fill  fifteen  thousand 
rolls.  You'll  have  to  talk  long  enough  to  fill 
them  and  you  know  that  you  begin  to  stammer  after 
a  while.  I'll  have  to  write  enough  to  fill  them 
and  my  fingers  will  fall  off.  And  even  if  we  can 
afford  all  that  papyrus  and  you  have  the  voice 
and  T  have  the  strength,  who's  going  to  copy  it? 

We've  got  to  have  a  guarantee  of  a  hundred  copies 
before  we  can  publish....  My  brother  thought 
a  while.  He  said,  "You  think  I  ought  to  cut  it 
down?"....  He  said  horrified,  "You  can't  squeeze 
Creation  into  six  days."  I  said,  "This  is  all 
the  papyrus  I  have.  What  do  you  think?...." 

At  times  it  is  regrettable  that  there  is  no  limitation  to  the 
amount  of  paper  present  to  be  used  to  pour  out  all  the  expected 
and  required  reporting  that  is  necessary  t-o  support  research 
endeavors  . 

One  would  wonder  how  an  Institutional  Review  Board  would  have 
reviewed  a  protocol  presented  by  Dr.  Louis  Pasteur  who  wished  to 
inoculate  a  eight-year  old  boy  who  had  just  been  bitten  by  a 
rabid  dog  with  material  that  he  had  recently  developed  in  his 


2 


laboratory  .2  Consider  what  wouLd  happen  with  a  proposal  ot  Dr. 
Walter  Reed  proposing  that  the  members  of  his  invest  iyat ive  group 
would  attempt  to  infect  themselves  with  yellow  fever  by  using 
mosquitoes  that  had  engorged  on  blood  of  individuals  with  yellow 
fever. ^  What  would  have  happened  after  one  member  of  that  group 
had  died  with  yellow  fever  in  view  of  today's  political  winds 
that  blow  for  ever  increasing  controls  and  monitoring  of  research 
endeavors?  Consider  the  case  of  Dr.  Edward  Jenner  who  inoculated 
James  Philips,  a  healthy  boy  of  eight-years  of  aye,  with  the  cow- 
pox  virus  and  a  short  time  later  inoculated  the  boy  with  matter 
taken  from  the  pustule  of  a  smallpox  patient.4  One  could  only 
marvel  at  the  complexity  of  an  informed  consent  in  that  situa¬ 
tion.  It  becomes  extremely  important  that  the  Department  of 
Clinical  Investigation  make  an  effort  not  to  stymie  innovative 
research  thought  with  all  of  the  review  process  that  is  being 
imposed  upon  the  research  community.  It  is  easy  to  curtail 
original  thought  and  require  that  it  fit  a  form  or  role  model 
of  research  that  has  been  confortable  for  others.  This  attitude 
must  be  guarded  against,  at  all  times,  by  those  individuals  who 
have  the  responsibility  to  sponsor  research.  Research  is  similar 
to  the  performance  of  the  artist  who  requires  and  needs  a  patron 
as  the  researcher  needs  a  sponsor.  The  Department  of  Clinical 
Investigation  has  been  nominated  to  be  the  sponsor  for  research 
endeavors  within  the  hospital  environment.  This  has  been  an 
ever  increasing  responsibility. 

"The  centipede  was  happy  quite 
until  the  toad  in  fun 

said,  "Pray,  which  leg  goes  after  which?" 

That  worked  her  mind  to  such  a  pitch 
She  lay  distracted  in  a  ditch 
Considering  how  to  run.5 


The  Department  of  Clinical  Investigation  mus 
to  ask  inappropriate  questions  that  will  con 
who  present  themselves  to  the  Department  wit 
thought  process.  It  would  be  inappropriate 
questions  that  will  confuse  the  issue  and  ma 
to  do  the  research.  There  must  be  space  and 
those  individuals  who  have  research  thoughts 
a  situation  that  is  conducive  to  the  analysi 
There  must  be  a  guard  against  the  continuous 
statistical  testing  with  loss  of  sight  as  to 
or  not . 


t  be  on  guard  not 
fuse  investigators 
h  an  innovative 
to  ask  too  many 
ke  it  impossible 
opportunity  for 
to  test  them  in 
s  of  the  data . 
mathemat i ca 1 , 
whether  it  works 


"Making  yuesses  at  what  might  lie  ahead,  when  the 
new  facts  have  arrived,  is  the  workaday  business 
of  science,  but  it  is  never  the  precise,  sure¬ 
footed  enterprise  that  it  sometimes  claims  credit 
for  being.  Accurate  prediction  is  the  accepted 
measure  of  successful  research. 


The  Institutional  Review  Board  and  the  Department  of  Clinical 
Investigation  have  the  responsibility  of  supporting  innovative 
research,  not  just  to  require  a  specific  format  that  is  comfort¬ 
able  to  the  reviewers. 

The  U  .S  .  Army  Medical  Corps  has  a  long  tradition  of  clinical  and 
basic  researchers  which  should  not  be  lost.  Young  investigators 
must  be  sought  after,  encouraged  and  permitted  the  opportunity  in 
time  and  support  to  develop  their  thought  processes  in  the  lab¬ 
oratory  and  with  their  patients.  It  is  the  responsibility  for 
each  Clinical  Department  to  encourage  Research  Endeavors.  It  is 
not  just  the  responsibility  for  the  Department  of  Clinical  Inves¬ 
tigation  to  support  research,  but  research  must  continue  to  be 
one  of  the  missions  of  each  hospital  in  conjunction  with  patient 
care,  education  and  logistical  support. 

Since  this  is  to  be  my  last  annual  report,  I  will  introduce  a  few 
personal  comments  (like  I  haven't  before).  I  have  been  associated 
with  Clinical  Investigation  almost  since  its  inception.  Madigan 
General  Hospital  was  either  the  first  or  second  medical  center  to 
have  an  approved  research  division  known  now  as  the  Department 
of  Clinical  Investigation.  I  began  my  stint  with  Clinical  Inves¬ 
tigation  (Medical  Research)  in  1968  and  have  remained  in  that 
environment  with  the  exception  of  three  years  when  I  was  assigned 
to  Europe.  I  have  seen  separation  from  the  R&D  Command  to  the 
Office  of  the  Surgeon  General  and  finally  to  Health  Services 
Command.  The  number  of  publications,  presentations  and  presented 
protocols  which  were  carried  to  completion  has  increased  over  the 
years  reflecting  a  dedicated,  sincere  group  of  investigators  and 
staff.  There  has  been  a  correspondent  increase  in  the  total  bud¬ 
getary  needs  for  the  research  environment;  however,  the  actual 
cost  per  protocol  has  not  changed  significantly  since  the  begin¬ 
ning.  The  equipment  for  Clinical  Investigation  has  gone  from 
the  beginnings  of  a  floor  model  centrifuge,  a  junior  spectrometer 
and  a  microscope  to  a  well  equipped  laboratory  with  HPLCs,  ultra¬ 
centrifuges,  spectrometers  and  other  sophisticated  equipment. 

There  has  continued  to  be  an  interest  and  support  for  research 
within  the  Medical  Center  which  has  been  rewarding.  There  is  an 
increasing  need  to  encourage  younger  physicians  to  enter  into  the 
clinical  investigative  community  in  order  to  learn  the  administra¬ 
tive,  logistical  and  technical  skills  of  the  research  world.  It 
will  become  more  difficult  in  the  future  to  have  someone  enter 
into  the  position  of  being  responsible  for  a  Department  of  Clin¬ 
ical  Investigation  without  prior  training  and  experience.  It  is 
no  longer  plausible  to  have  an  individual  who  has  an  interest  in 
research  to  attempt  to  oversee  a  Department  of  Clinical  Investi¬ 
gation  without  some  training  exposure  prior  to  that  responsibility. 
The  Departments  of  Clinical  Investigation  need  dedicated  researchers 
with  managerial  skills  if  they  are  to  continue  to  flourish.  These 
skills  are  learned  and  earned  by  work  and  time.  As  the  Service 
grew  to  fruition  of  being  a  Department,  the  increase  in  the  admin¬ 
istrative  load  has  become  oppressive  with  an  exponential  increase 
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in  the  number  of  Public  Laws,  Federal  Registers,  I)OD  and  SGC) 
directives,  Army  and  HSC  rey ul at  ions  not  to  mention  the  imposed 
site  visits  of  the  FDA,  AALAC ,  IG,  manpower,  AAA,  and  desk 
audits.  It  only  we  had  only  six  days  worth  of  papyrus!  Would 
the  quality  of  research  change?  Unlikely.  Most  of  the  require¬ 
ments  placed  on  the  research  community  are  regulatory  and  not 
support i ve . 

I  would  like  to  end  this  with  a  portion  of  the  last  address  given 
by  Dr.  Pasteur  in  1892  at  his  70th  birthday  when  he  was  given  a 
medal  at  a  great  meetiny  at  the  Sorbonne  in  Paris.  Dr.  Pasteur 
limped  up  the  aisle  leaning  on  the  arm  of  the  President  of  the 
French  RepuDlic  and  Pasteur's  voice  was  so  weak  that  his  son  had 
to  give  his  presentation. 

"...  Do  not  let  yourselves  be  tainted  by 
deprecating  and  barren  skepticism,  do  not 
let  yourselves  be  discouraged  by  the  sadness 
of  certain  hours  which  pass  over  nations. 

Live  in  the  serene  peace  of  laboratories 
and  libraries.  Say  to  yourselves  first: 

What  have  I  done  for  my  instruction?  and, 
as  you  gradually  advance,  What  have  I  done 
for  my  country?  until  the  time  comes  when 
you  may  have  the  immense  happiness  of 
thinking  that  you  have  contributed  in  some 
way  to  the  progress  and  good  of  human ity :  .  .  . " 2 


V  % 


BRUCE  L.  FARISS,  M.D. 

COL,  MC 

Chief,  Department  of  Clinical  Investigation 
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UNIT  SUMMARY  F  Y  83 


1  .  Objective 

To  provide  the  facilities  and  environment  to  stimulate  an 
interest  in  clinical  and  basic  investigations  within  Madiyan 
Army  Medical  Center. 

2.  Technical  Approach 
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3  .  Progress 

During  SY  h  1  t  no  re  were  24‘>  act  i  vo  protocol  s  that  roce  i  veo 
adm i n i st r  1 1 i ve  and/or  technical  support  during  the  year. 

Ot  these,  1  7 1  are  presently  onyoi  ly  ;  42  were  completed; 
and  32  were  terminated. 

There  were  S2  puol i ca t i ons ,  10  papers  are  in  press,  and  23  p 

have  been  submitted  to  journals  tor  possible  publication.  1 
were  30  presentations  at  regional,  national  or  international 
meetings  resulting  from  these  protocols. 

Two  theses  trom  research  protocols  were  present  im  and  accept 
as  partial  fulfillment  of  the  requirements  tor  advanced 
d  e  g  r  e  e  s  . 
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Prognostic  Sign:  Case  Report.  Mil  Med  148:  440,  1983. 
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Recurrent  Thyroid  Cysts  with  Tetracycline  Instillation.  Accepted 
by  Arch  Int  Med,  May  83. 
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Urethral  Infections  Due  to  *  ?">v  7 '  7  *■  r>.?  ■  r  in  Male  United 

States  Military  Personnel.  J  Infec  Dis  146:828,  1982 

Robinson,  M  .J .  and  oberhofer,  T.R.:  Identification  of  Pathogenic 
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Meidell,  R.,  Marinelli,  P  .V . ,  Randall,  V.,  and  Pettett,  G.: 
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1I1I.K:  'l  Ik.*  Kt  feet  s  ot  Chronic  Hy  pe  rg  1  y  c<  *m  i  a  on  Pregnancies  ana 

Ket  uses  in  Sheep  Durinq  Gestation 

PRINCIPAL  I  NVKST  III  ATOP :  COL  Bruce  1, .  Kariss,  MC 

PROEKSSIONAL  ASSISTANTS:  LTC  Paul  B.  Jennings,  VC 

LTC  C.eor.jc  S.  Ward,  VC 

WORK  UNIT  NO:  74/OB 


TKCHN1CAI.  OBJECTIVE 

The  objectives  ot  tnis  project  are  to  determine  the  effects  of 
hyperglycemia  upon  pregnancies  as  manifested  by  frequency  of 
abortions  and  hydramnios  and  possible  developmental  abnormalities 
of  the  fetuses. 


METHOD 

The  study  will  tie  composed  of  three  yroups  of  pregnant  ewes  with 
as  close  proximity  of  the  date  ot  conception  as  possible.  All 
groups  wilL  be  given  food  and  water  ?  *’  "  ' Group  I  :  This  will 
Oe  the  control  group  of  six  animals  with  no  treatment.  Group  1 1  : 
Seven  animals  which  have  undergone  subtotal  pancreatectomy.  The 
diabetes  mellitus  produced  surgically  will  be  managed  by  the  injec¬ 
tion  of  intermediate  acting  insulin  such  as  NPH  .  Blood  sugars  will 
be  monitored  frequently  as  indicated  clinically.  Group  III:  Seven 
animals  which  have  indwelling  catheters  for  infusion  of  hypertonic 
sugar  solutions  with  a  Lambda  infusion  system.  The  systems  are 
portable,  weighing  less  than  1  pounds  and  can  be  strapped  to  the 
Dacks  ot  the  animals  without  difficulty.  Blood  sugars  will  ;><■ 
monitored  at  frequent  intervals  with  an  attempt  to  keep  Moo: 
sugars  between  200  and  300  mg/ 100  ml  of  Mood  at  all  times. 

The  course  ot  the  pregnancies  will  be  observed  tor  each  group  ot 
animals.  Blood  sugars  tor  each  group  will  be  determined  at 
frequent  intervals  during  the  gestation.  At  delivery  the  neonate 
will  be  examined  pa t holog i ca 1 1 y  for  evidence  of  pulmonary,  liver, 
pancreatic,  kidney,  and  possible  developmental  abnormal i t ios . 


PROGRESS 


(  8  2  10  -  H3  00)  Six  sheep  hail  total  pane  rea  t  ec  tom  i  e  s  .  Prior  to 

pancreatectomy,  the  sheep  were  studied  with  sod i um  butyrate,  I  .V . 
arginine,  I  .V  .  tolbutamide,  somatostatin,  and  g 1 ueagon  .  Somato¬ 
statin  blocks  the  release  of  insulin  when  glucose  or  sodium 
butyrate  is  injected.  None  of  the  administered  iqents  caused  a 
rise  in  insulin  levels,  after  pancreatectomy. 

PRESENTATION:  Kariss,  B.L.,  Hane,  S.(  Rodd ,  G  .  ,  Jacob,  W  .H  .  ,  and 
Plymate,  S.R.:  Pane rea tec tom i zed  Sheep  Do  Not  Develop  Overt 
Diabetes  Mellitus.  Presented  to  society  ot  Uniformed  Endocrinologists 
Annual  Meeting,  San  Antonio,  Texas,  7-H  June  iBRj. 
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TITLE:  Adrenal  Hyperplasia  in  Pacific  Salmon 

PRINCIPAL  INVESTIGATOR:  COL  Bruce  L.  Fariss,  MC 
PROFESSIONAL  ASSISTANT:  COL  Stephen  Plymate,  MC 
WORK  UNIT  NO:  80/01 


TECHNICAL  OBJECTIVE 

To  determine  it  the  administration  ot  a  sal t-re t a i n  1  ny  hormone, 
de soxycor t i costerone ,  will  prevent  adrenal  gland  hyperplasia  in 
the  Pacific  salmon  and  to  determine  it  the  Pacific  salmon  can 
spawn  and  survive. 


METHOD 


It  is  proposed  that  a  total  ot  20  Pacific  salmon  De  captured 
while  in  salt  water.  These  fish  are  to  be  sexually  mature  and 
will  De  retained  in  holdiny  pens.  Half  of  the  fish  will  be 
treated  with  desoxycort icosterone  in  oil,  intramuscularly. 
Blood  samples  will  be  obtained  from  the  fish  for  the  measure¬ 
ment  of  plasma  hydroxycor t icostero id ,  desoxycort icosterone , 
and  aldosterone.  Following  the  administration  of  the  desoxy¬ 
cort  icosterone  ,  all  of  the  fish  (treated  and  controls)  will  be 
placed  in  a  holding  tank  until  spawning  occurs.  Following 
spawning,  the  fish  will  be  returned  to  the  holding  pen  in  the 
salt  water  for  follow-up  observations  of  survival. 


PROGRESS 


(82  10  -  83  09)  ACTH  stimulation  tests  and  insulin  tolerance 
tests  have  been  performed  in  silver,  sockeye,  and  chum 
salmon.  The  changes  in  steroid  levels  appeared  to  be  seasonal 
and  not  related  to  the  degree  of  maturation. 

PRESENTATION:  Fariss,  B.L.,  Mallouf,  J.,  Ward,  G  .S  .  ,  Liebenber 

S.P.,  and  Plymate,  S.R.:  Evaluation  of  Pituitary 
Adrenal  Axis  in  the  Pacirfic  Coast  Silver  Salmon 
' 0  *  -  ’■■■.■?■/  +  •*  !■  >  Society  of  Military 

Endocrinologists,  15  dun  82,  San  Francisco,  CA . 
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1  ECHNICAL  OBJECTIVE 


To  compare  serum  glucose  levels  in  raobits  at  hourly  intervals 
under  normal  bleeding  (stressful)  conditions  with  serum  glucose 
levels  in  blood  obtained  by  Cnge  bleeding  ( non-st re ssf u 1 ) 
conditions. 


METHOD 

Ten  New  Zealand  white  rabbits  will  be  anesthetized  and  a  catheter 
placed  in  an  external  jugular  vein.  Two  days  later  the  rabbits 
will  be  placed  in  restraint  boxes,  the  ears  irritated,  to  dilate 
blood  vessels,  and  4  consecutive  hourly  blood  samples  taken.  A 
period  of  two  weeks  rest  will  be  given  during  which  the  rabbits 
are  handled  daily  to  reduce  tear  ol  handling.  The  rabbits  will 
then  be  anesthetized  and  a  catheter  placed  in  the  contralateral 
external  jugular.  Two  days  later  4  consecutive  hourly  blood 
samples  will  be  drawn  while  the  ribbits  remain  in  their  cages 
urirestra  i  ned  .  The  samples  will  be  analyzed  for  levels  of  glucose, 
cortisol,  and  norepinephrine.  ['he  differences  between  the 
restrained  and  non-rest,  ra  l  ned  values  will  be  compared  by  the 
paried  t-test  method  ol  statistical  analysis. 


PROGR  ESS 


(82  10  -  83  09)  serum  glucose  levels  show  a  progressive  rise 
in  restrained  rabbits.  Epinephrine  and  total  catecholamines  are 
not  statistically  correlated  to  t  tie  rise  in  glucose.  There  is 
no  change  in  plasma  cortisols.  In  conclusion,  rabbits  show  a 
rise  :n  glucose  when  restrained;  the  exact  mechanism  is  unknown. 

STATU. i :  (C) 


PRESENTATION:  Ward,  G  .S  .  ,  Eariss,  M  .  I ,  . ,  hiebenberg,  S.P.,  and 

Hayes,  ,1.:  Elevation  of  Blood  Sugar  Associated 
with  Stress  ot  Handling  in  the  Rabbit.  HSC  Annual 
Clinical  Investigation  Conference,  San  Antonio,  TX , 
Sep  8 1  . 
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TITLE:  A  Comparison  at  t  tie  Effect  of  Glucose  vs  Sodium  Butyrate 

on  the  Levels  of  Insulin  and  Glucagon  in  Normal  and 
Pancreatectom i zed  Sheep 

PRINCIPAL  INVESTIGATOR:  COL  Bruce  L.  Fariss,  MC 

PROFESSIONAL  ASSISTANTS:  MAJ  Stanley  P.  Liebenberg,  VC 

CPT  Duane  J.  Jeffers,  MC 

WORK  UNIT  NO:  82/18 


TECHNICAL  OBJECTIVE 

To  delineate  additional  mechanisms  of  insulin  and  glucagon  release 
in  sheep,  with  specific  attention  directed  at  the  role  of  the 
pancreas  in  the  secretion  of  these  two  hormones. 


METHOD 

Six  adult  female  sheep  will  be  fasted  for  24  hours  and  then  given 
25  gm  IV  glucose.  Blood  samples  will  be  drawn  every  10  minutes 
tor  9 U  minutes  and  glucose,  insulin,  and  glucagon  levels  will  be 
measured  in  these  samples.  Two  weeks  later,  the  animals  will 
again  be  fasted  for  24  hours  and  then  receive  0.2  mmole/kg  body 
weight  of  a  solution  of  sodium  butyrate  adjusted  to  pH  of  7.4. 
Again  blood  samples  will  be  obtained  every  10  minutes  for  90 
minutes  as  above.  Approximately  3  weeks  or  as  soon  as  technically 
possible  after  the  first  administration  of  sodium  butyrate,  all 
sheep  will  undergo  complete  pancreatectomy.  Glucose  and  sodium 
butyrate  in  the  same  amounts  used  previousy  will  be  administered 
and  the  same  measurements  of  glucose,  insulin  and  glucagon  will 
be  performed  . 


PROGRESS 

(82  1  0  -  8  3  09)  Six  sheep  underwent  total  pancreatectomy  . 

Comparison  of  insulin  and  glucagon  Levels  were  made  in  these 
sheep  when  stimulated  with  glucose  and  sodium  butyrate  before 
and  after  pancreatectomy.  There  was  no  response  to  insulin  with 
the  administration  of  sodium  butyrate,  indicating  completeness  of 
pancreatectomy  .  Sodium  butyrate  causes  a  greater  rise  in  insulin 
than  in  g 1 ucose  . 
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SunjectO'l  to  I  ■  >t  ,l  1  mere  .d  .  ■<  .  i  •>.  lit  *ii*  "i  i  t  >n  if 

the  method  descr  i  hod  :>y  t t  >  •  • »  ,  •  '  .  hr  i  i  i  ..Mm  i  1. 1  si  rat  i  ..hi 
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ct<int  iate  f  he  coinp  I  et  ones-  >i  i  .•  i •  t  a  •  ■  •. 1  •  ■  ■  t  •  •  .  Ha.-  i  L  t nn 

then  1U  m  i  nu t. e- 1  n t  e r va  1  tot  '*n  p  "S  ,  ,  . ;  y  imp  i  es  will  lie 

drawn  for  glucose,  g  l  uragor, ,  .nni  ire-.i;  -.  d.t,  r  m  i  nut  ions  . 
lilucagon  will  Lie  determined,  s>  i  ;  e  •■  !  :.  ;i.,  t  im  ;  ,m:l  the 

antibody  of  Un iger  .  The  insulin  * ;  .  i  :•»  hnanmioi  utilizing 

an  H I A  method  .  (lion  sc  will  :  ■  n  t  ;  y  r*  alkaline 

f  o  r  r  l  cyan  l  de  method  utilizing  i  I  ■  r  r  ;  ■  ■  a  i  n  -  >  i  unit-  n  t  . 
one  week  following  p.incre.ii  e.-t  -my,  p.  ♦  tin  pancreateotom  i  zed 

sheep  will  he  j  i ven  bh  mg  Kg  bogy  w<  :  ; *  •  d  t  1  1  xan  as  a  holes, 
intravenously.  l'he  other  six  punct  .mi  .  1  i  zed  sheep  wi’l  he 
g  i  ven  st  reptozot  >c  t  n  iresiily  •  i  i  ms:  •  l  •  :  1 1 .  u.ul  M  citrate  buffer , 
pH  4.1,  100  mg/kj  body  wieght  .  lm  i  .•  :  i  >>  i  samples  for  ;  1  ucose 
will  he  drawn  in  hot  h  groups.  St  it  i  s  t  i .  , ;  a’al  ,  sis  will  he 
performed  by  tin.'  appropriate  Student  '  s  t  e-st  .  '1  he  primary 

analysis,  though'.,  will  he  whether  t  tier  ••  i  •  the  ieveiopment  or 
diabetes  me  1  1  i  t  u  s  ,  1  o  1  1  ow  l  ng  t  tie  aid  i  t  l  >n  '  t  1 1  Inxan  or 

st  reptozotoc  i  n  in  the  p  me  r  t  •  a  t  ■  m  •  t  .  nn  i  zed  sheep  . 


P  K(  K  i  K  I  ns 


(  H  2.  Id  -  Hi  OS;  Pancre.lt  ect  Oin  i  zed  sheep  do  not  develop  diabetes 
ihpI  1  i  i  us,  Hlomi  sugars  r  emain  within  t  he  limits  id  normal  follow 
1  ng  p  mere  it  ect  <  >my  .  Bimini  st  rat  t  <  ••rr  •  «t  a  1  1  >xa  n  •  >r  s  t  t  ept  o/ot  oc  i  n 
will  >■  ati'ii'  t  tie  de  ve  1  opine  n  t  ot  d  i  abet  as  mellitus  in  trie  panerea- 
t  ec  t  otn  i  /ed  sheep.  Front  this  study  it  can  he  .v  in  o  1  tided  that  both 
•if  t  h  e  s  *  *  aents  cause  a  signtf  icmt  cfiange  in  od  luluir'  carbohy¬ 
drate  ’net.ib<g  ism.  It  iias  hirer)  assumed  t  u  1 1  not  proven  that  these 
r gent  s  cause  diabetes  mellitus  by  tin-  effects  on  the  fl  cells. 

This  study  disproves  that  con*' 1  us  ton  . 


4  n 


S  I'-VP'S  : 


(  ) '  i 


w 


TITLE:  Evaluation  ot  the  Hypo  t  ha  1  am  i  c- F 1 1  u  1 1  a  r  y- Ao  reria  1  {  H  P  ^  ) 

Axis  in  Psychiatric  Put  lent  s  Who  Do  Not  Suppress  Serum 
Cortisol  Alter  uverni  pit  De  x  nine  t  ha  sone  . 

PRINCIPAL  I  NVKST  III  A  l'OR :  Col  Bruce  I ,  .  K  iriss,  MC 

PROFESS  [ONAl.  ASSISTANTS:  ETC  Stephen  k.  Plymute,  MC 

The  >mn  s  II  .  Lamp.*  ,  M  .  D  . 

S  t  eve n  C  .  t  1  sse  ,  M  . D . 

WORK  ! :  N I  r  NO:  Si  m h 


1KCHNICAI  OBJECT IVK 


To  determine  whether  psych  in t  r  i  c  patients  who  .j<>  not  suppress  serum 
co rt i so  1  i  r  ter  the  overnight  do xame t  ha sone  suppression  test  will 
suppress  cortisol  production  a  f-  ter  the  more  extensive  lexamethasone 
suppression  tost  developed  tor  the  diagnosis  ot  Custi  ini's  disease. 


METHOD 

P a t  i e n  t  Select i o  n :  K i t  teen  psychiatric  m-pat ients  at  American 

Lake  VA  Medical  Center  who  have  tu-en  found  to  tie  non  suppressors 
tr  oni  ie  xame  t  ha  sone  suppression  test  . 

Pat  i e ti t  Exclusion:  A  diagnosis  or  past  history  ot  pituitary  or 
adrenal  disease  or  it  they,  in  the  opinion  ot  the  investigators, 
have  medical  conditions  or  receive  medications  that  have  been 
reported  to  give  a  "taLse"  nonsuppress i on  to  dexamet hasone  . 

Procedure  s :  Baseline  08  01)  cortisols  will  De  obtained  on  all 

subjects  prior  to  beginning  the  study. 

Days  1  and  2:  0.5  mg  ot  doxamethasone  by  mouth  every  six  hours 

with  blood  samples  tor  serum  cortisol  collected  at  lbOO  on  Day  2. 

Days  .3  and  4:  2  mg  of  doxamethasone  by  mouth  every  6  hours  with 

blood  samples  tor  serum  cortisol  drawn  at  1600  on  Day  4 . 

Whenever  possible  24  hour  urines  tor  creatinine,  total  volume  and 
hydroxycort.  icosteronls  will  be  obtained  the  day  betore  and  each 
day  ot  the  dexamet ha sone  testing.  Within  one  week  ot  completion 
of  the  above  testing,  an  overnight  doxamethasone  suppression  test 
will  be  readministered  to  ascertain  the  constancy  of  response  to 
this  test.  A  diagnostic  interview  tor  purposes  of  diagnosis  by 
DSM- I  I  I  criteria  and  a  RPRS  will  be  performed  on  each  subject.  . 


P ROC HESS 

(Hi  -  HI  OR)  Patients  are  being  collected  for  entry  into  this 

study  ny  the  psychiatric  staff  at  American  Lake  VA  Medic  1 1  Center  . 
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To  examine  t.  tie  possj  :•  i  1  1 1  y  •  d  i  physiological  role  for  to 
met  a  no  l  i  tea  2-  .-hydroxy- 4-pro. ;nen-  l-.ino  in  the  liypotiia  i  i 
t  est  os  axis.  I'he  i‘t  t  .mi  in  jona.i,  ,t  r,  ipti  i  n  s  will  st  u  ;  i  e  • :  . 
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thirty-two  yew;  a  1  u  1  t  male  tats  (  p  S  ( )  ,;ms)  will  he  anePthet  i  zed  witn 
K"t  r.n  i  ne  ana  c  istr  rt.od  on  the  day  prior  to  t  ho  start,  of  t  roatment.  p  . 

1  ne  se  animals  will  he  randomly  distributed  into  tour  treatment 
;r  ups  .  In  a  second  experiment,  thirty-two  intact  fits  from  t  ho 
s  ime  shipment  will  also  he  random i zed  into  four  treatment  ;  roups . 

In  hot.  h  experiments,  the  groups  will  he  i  n  jeeted  da  i  l  y  for  J;i  .lays 
with  1  mg  progesterone ,  1  mg  2-  i-OHP,  v>  me,  2-  i-OHP ,  or  sesame  ■  >  i  1  . 

The  steroids  will  he  dissolved  in  sesame  oil  and  animals  will 
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tile  test's  will  he  removed  I  min  the  intact  mimal  s,  neeapsul  ec 
and  weighed.  The  left,  testis  will  he  livened  and  preserved 
histology.  Tne  right  testis  will  he  f  r  <zen  at  -80°p  until  as? 
ot  i  nt  rutest  l  cu  1.  ar  T,  K  2  r  and  androgen  binding  protein  (  AH  P  )  . 

For  a  l  l  animils,  the  ventral  prnst  .it  e  and  seminal  vesicles  will  be 
1  1  gated  ,  removed  and  weighed.  Fp  1  .i  i  dym  ides  wi  1  1  a  1  •;  «  he  weighed 
(from  intact  animals)  and  the  right  epididymis  will  he  t  r.  von  at 
-80°C  for  later  assay  of  T,  f'- 2  •  dnd  API’.  Adrenals  wil  1  he  collect, 
and  weighed  from  all  animals  and  preserved  for  possible  liter 
hi  ,  to  1  ■  >g  i  im  l  study. 
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TITLE:  The  Etteef  ot  2-  i- Hydroxy- 4-  Rre  l-Onc 

Speriidto,)enesi  s  and  (inn  i  ioi  t  >ph  i  its  i  :i  Rat 


Tr  .  •  )  t men  t 


Testes  will  be  sectioned  at  -1  w  and  the  si  ides  wi  1  1  be  stained 
witn  HAS  and  hematoxylin.  The  slides  will  then  be  studied  in  the 
following  juant  it  at  ive  manner.  Twenty  round  tubules  representing 
7  th  st a- ;o  ceilular  associations  wi  1  1  be  used  per  animal  .  Inner 
and  outer  tubule  diameters  will  be  measured.  Spermatogonia, 
spermatocytes,  and  S7  spermatids  will  be  counted  and  expressed 
in  terms  >'t  Sertoli  cell  nuclei  counts.  Unusual  features  such  as 
necrotic  germ  cells  and  high  lipid  content  of  the  Sertoli  cell  ; 
will  tie  note.'.  Loyd  i  j  cell  tissue  volumes  may  be  morphometrically 
measured  ir  pteliminary  findings  ire  indicative  of  differences. 
Means  of  all  c  'ots  and  tubule  diameters  will  be  compared  between 
the  four  .groups  : <y  t  test  . 

Steroids  and  gonadotrophins  wil 1  be  measured  for  all  eight  groups 
by  radioimmunoassay  and  these  values  will  also  be  compared  between 
intact  groups  and  castrated  groups  by  t  test.  The  relationship 
between  the  quantitative  assessment  of  spermatogenesis  and  hormonal 
changes  will  be  compared  between  intact  groups. 


PROGRESS 

trfl  US  -  « 1  Oh)  Sixty-tour  (  (S  4  )  r  it  s  have  been  studied.  Hormonal 
lata  indicate  that  20  i-OHP  acts  on  both  the  hypotha  1  am  ic./p  i  tu  i  ta  ry 
ind  the  test i s  mechanisms.  The  actions  result  in  a  substantial 
:i  ,’t  i  vat  ion  of  the  seminiferous  tubule  component  of  the  testes  as 
demonstrated  by  significant  increases  in  androgen  binding  protein 
concent  rat  ions .  A  quantitative  assessment  of  spermatogenesis  is 
currently  underway  from  the  completed  histological  preparations. 
Completion  ot  this  study  will  require  approximately  95  hours  of 
in  i  c  r .  iscope  work  . 
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Semen  Collection  and  Analysis:  Semen  samples  will  be  c> >  1  1  o  fed 

daily  for  a  period  of  20-25  days.  Samples  will  be  collected  durinj 
a  specified  30-minute  period  ••ach  day  .  The  semen,  obtained  through 
masturbation ,  will  be  ejacul  it  ed  di rectiy  into  plastic  containers 
wnich  are  free  of.  trace  metals.  rhe  samples  will  ne  a  1  i  owed  to 
liquefy  for  one  hour  at  room  t.empersture  ( 24°C  1  .  The  liquefied 
samples  will  r><>  me  isut'ed  tor  vol  ume  and  color ,  and  then  will  Oe 
•i  iv  iced  into  t  wo  portions .  vine  port  ion  will  bo  assayed  immediately 
tor  viscosity,  sperm  count  ,  sperm  mot  i  1  j t y ,  and  sperm  morphol oqy  . 
Trie  other  port  ion  of  t  tie  samples  wi  1  1  be  .ri't  rifuqed  and  t  he 
sperm-free  seminal  f  1  i  j  i  < :  wi  1  1  :>**  ret  a  i  no  i  for  is  say  of  seminal 

fluid  const  1 1  nents  to  i nc lade  pi  >s*  a  j 1  and i ns ,  jonadot  ropi ns,  trace 
metals,  and  curbeiiydr  it  e;  -. 


i1  pi  k  ;p FSS 

(82  09  -  8j  09)  Mo  flirt  tier  pa*  tents  were  entered  during  FY  83. 
rn  previous  years,  twelve  healthy  young  men  obt  a i ned  daily  semen 
specimens  tor  20  days.  Ttu-m  were  wide  variations  in  sperm  den¬ 
sity,  semen  v  >  l  ume  ,  and  total  >unt  it,  each  subject  .  Percentage 


Evaluation  or 


the  Cyclic  Nature  ot  Human  Semen  Content 


Jacob 


ot  oval  forms  was  the  most  stable  semen  factor.  Significant 
positive  correlations  were  found  between  sperm  density  and  total 
counts  in  ten  subjects.  However,  when  all  specimens  from  all 
subjects  were  combined,  there  were  significant  positive  correla¬ 
tions  between  sperm  density  and  total  count ,  total  count  and 
semen  volume,  and  total  count  and  percentage  of  oval  forms. 

There  was  a  significant  negative  correlation  between  sperm 
density  and  the  semen  volume.  No  cyclic  or  regular,  pattern 
could  be  detected  in  any  of  the  subjects. 


One  manuscript  has  been  suDmittee  for  publication  and  one 
other  manuscript  is  now  in  preparation. 


PRESENTATION:  Jacob,  W.H.,  Smith,  M  .L . ,  Plymate,  S.R.,  and 

Cricco,  C.F.:  Daily  Variations  in  Human  Semen 
■duality.  Pacific  Coast  Fertility  Society, 
October  1979 . 
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men  who  are  gpp  iront  I  y  ini<tt  i  1  e  .  I  he  parameters  .  >f  sene.u  quality 
will  be  sperm  count  ,  sperm  mot  t  1  tty,  sperm  morpholo  ;y,  sperm 
viability,  semiu-.l  prnst  ;t>)  I  an  { j  ns  ,  •  -mi  in  1 1  t  met  <>se  ,  seminal  zinc, 

seminal  gonudot  r->pi  ns,  j  no  -n  ion  i  ’  ■  m  ’  i  t  .  s<Mn  i  n.a  l  presfiy!  aiv.iin 
content  will  comparer,  with  -a  •  >  he  •  e  pat.tm.  term 

\]  }■'  !  Mi  > 1 1 


Semen  specimens  will  t>e  col  I  ect  oc.  t  t  mi  20-2S  vo  1  unt.ee  r  s  of  known 
fertility  and  t  roni  20-2S  volunteers  with  apparent  infertility. 
Following  a  urological  evaluat  ion,  each  volunteer  will  he  asken 
to  provide  three  semen  specimens.  Kaeh  volunteer  will  provide  a 
semen  specimen  tol  Lowing  a  48-hour  pot  ioj  of  atist:  i  nonce  from 
sexual  activity.  Subsequent  samples,  obtained  at  the  end  of  a 
48-hour  abstinence  period ,  w i 1  !  be  ;  i ven  at  one-week  intervals 
tor  a  two-week  period.  Kach  v<  •  1  ant  net  will  e;a.-ulate  directly 
into  a  plastic  container  which  is  t  ree  ot  trace  metals.  The 
specimens  will  he  analyzed  tot  volume,  color,  sperm  count,  sperm 
motility,  sperm  morphology,  prost  ug.l  and  i  ns  K,  prostaglandins  F, 
and  various  other  seminal  fluid  omp.  ment s  such  as  fructose, 
zinc,  gonadotropins,  arm  gonadal  steroids. 

Pk(  KiKF.SS 

('’8  (J6  -  83  09)  Fifteen  subjects,  al  1  expectant  fathers,  were 
entered  in  this  study.  No  infertile  men  were  entered.  Data  from 
the  expectant  fathers  were  used  in  t  tie  publication  listed  below. 

No  further  studies  were  done  due  to  the  departure  ot  the  principal 
investigator  and  the  co-invest  igator  s. 

PUBLICATION:  Fariss,  B.L.,  Fenner,  !).K.,  Plymat.o,  S.R.,  Hrannen, 

c,  ,  K  .  ,  Jacob,  w  .it  . ,  and  Thomason,  A  .M  . :  Seminal 
Character  i  st.  ics  in  tlie  Presence  ot  a  Varicocele 
Compared  to  hxpect ant  Fathers  and  Pre-Vasectomy 
Individuals.  F<-  r  t  i  1  S  t  e  r  i  L  3  S  :  1  2  S-  2  7  ,  1481. 
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TECHNICAL  OBJECTIVE 

To  determine  it  naloxone,  an  opiate  antagonist  with  no  agonist 
activity,  will  reverse  endotoxin  indueou  hypotension  and  hypovo¬ 
lemic  hypotension  in  other  species  as  has  Seen  demonstrated  in  the 
rat  model.  The  effectiveness  o!  this  agent  in  the  dose  ranges 
where  it  has  been  used  in  humans  with  no  ill  effects  will  also  oe 
stud  ied  . 


M  !•'  I'HOl  i 


Six  monkeys  will  be  given  20  m  j  'f  ketamine  hydrochloride  and  then 
administered  halothane  via  a  mask,  when  a  surgical  plane  of  anes¬ 
thesia  is  reached,  intracaths  will  be  inserted  in  the  femoral  artery 
and  vein  and  systolic,  diastolic,  and  mean  blood  pressures  and  elec¬ 
trocardiogram  will  be  recorded  simultaneously.  Halothane  anesthesia 
will  be  stopped,  and  when  the  blood  pressure  reaches  a  stable  maximum, 
hypovolemia  will  be  induced  by  withdrawing  blood  into  heparinized 
syringes  over  at  least  a  20  minute  period  until  a  mean  of  approx¬ 
imately  35-40  mm  Hy  is  reached.  This  mean  will  be  maintained  for 
a  minimum  of  21)  minutes  and  then  the  Lest  solution,  either  2  mg/kg 
naloxone  prepared  in  1  cc  ot  sterile  water  or  2  cc  saline  alone, 
will  be  a  ministered  .  The  amount  of  volume  administered  will  be 
predrawn  to  negate  volume  effect.  The  blood  pressure  will  be 
followed  tor  one  hou’-  or  until  stability  is  reached  .  It  drastic 
blood  pressure  decreases  occur  oi  death  seems  imminent,  blood 
readministration  will  be  immediate.  After  blood  pressure  measure¬ 
ments  have  been  completed,  the  blood  will  be  readministered  and 
the  catheters  removed.  Each  monkey  will  serve  as  its  own  saline 
control,  in  a  random  manner  with  the  trials  being  at  Least  30  days 
apart.  Blood  pressure  data  will  t>e  analyzed  for  significance  with 
the  Student's  t  test  to  compare  values  post-saline  treatment  with 
values  post-naloxone  administration. 


PROGRESS 


(81  03  -  83  09)  Six  female  monkeys  and  six  male  monkeys  were 
studied.  There  was  no  change  in  blood  pressure  in  any  of  the 
females  or  five  of  the  six  males.  However,  a  noticeable  change 
occurred  in  one  of  the  males,  who  had  a  noticeable  decrease 
in  systolic,  diastolic,  and  mean  pressures.  The  general  impres¬ 
sion  was  that  noxulone  had  no  effect  on  hypovolemic  hypotension 
in  the  pig  tailed  monkey.  A  paper  is  tie  i  ng  written  for  publication. 
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T I  TLE  : 


Effect  of  ' '  •>>’  n  t  r>  ■  Infection  on  the  H  i  nd  i  ny 

of  Insulin  to  Plasma  Membranes  Isolated  from  Hat  Liver 

PRINCIPAL  INVESTIGATOR:  MAJ  James  S.  Little,  MSC 

PROFESSIONAL  ASSISTANTS:  LTC  James  Anderson,  MC 

CPT  Jerald  Merrill,  MSC 

WORK  UNIT  NO:  8  2-24 

: ::chnicai.  objective 

To  determine  it  '♦'••••'  •  •  •  *  •  ••  •  infection  affects  the 

binding  of  insulin  t<  •  hepatic  plasma  membranes  and  to  determine 
i:  observed  results  can  be  correlated  with  hepatic  alterations 
«.r,owr.  to  occur  Jurinj  this  miecti'in. 


Mb. I  ii'  HI 


Male  albino  rats  (150-250  gm  )  of  the  Sprague-Dawley  strain  will 
he  maintained  on  stock  lab  chow  and-  tap  water,  i  3  1  and 

acclimatized  to  a  12-hr  d.iy/nrmt  cycle  for  at  least  12  days 
prior  to  experimentation  in  order  to  eliminate  circadian  varia¬ 
tions.  Rats  will  be  inoculated  subcutaneously  with  3x10^  to 
bxio’’  heat-killed  or  virulent  ~ .  -  »>.-  ■<  ~<n  v>~  a  -  serotype  I,  A5  strain 
organisms.  At  40  hr  post  inoculation,  plasma  membranes  will  be 
prepared  from  both  groups  of  rats.  These  membranes,  which  have 
been  shown  to  be  essentially  devoid  of  other  cellular  contaminants, 
will  be  washed  by  suspension  and  recentrifugation  to  remove 
absorbed  cytoplasmic  proteins.  Preliminary  experiments  conducted 
at  BAMC  will  be  designed  to  determine  optimum  plasma  membrane  pro¬ 
tein  concentration,  time,  pH,  and  temperature  for  the  binding  of 
labeled  insulin  to  isolated  plasma  membranes.  In  a  total  incubation 
volume  of  450  microliters,  butter,  plasma  membranes,  cold  standards, 
and  labeled  hormone  will  be  incubated  at  the  predetermined  tempera- 
lure  ,  pH,  and  time.  Non-specific  binding  is  determined  by  parallel 
incubation  with  excess  cold  hormone.  Scatehard  analysis  will  be 
used  to  assess  affinity  arm  binding  capacity  of  1 1 2 S  insulin  to 
plasma  membranes  isolated  from  It)  control  and  10  infected  animals. 
Group  mean  values  will  be  compared  by  the  unparied  student’s  t.  test 
and  differences  will  bo  considered  significant  at  P<0.05. 


PROGRESS 


(82  ID  -  83  09)  Hepatic  plasma  membranes  were  isolated  from  control 
and  '*  *•  »•/  *  mv.  :  -infected  rats  in  order  to  determine 

the  et  feet,  of  "  •  infection  on  the  binding  capacity  and 
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Effect  of  •*  -  Infection  on  the  Binding  of 

Insulin  to  Plasma  Membranes  Isolated  from  Rat  Liver  -  Little 


affinity  of  hepatic  plasma  membranes  for  insulin.  Infection  did 
not  affect  the  purity  or  the  yield  of  isolated  membranes.  A  sig¬ 
nificant  increase  in  serum  insulin  was  observed  during  infection. 
Scatchard  analysis  of  membrane  binding,  determined  under  optimal 
conditions,  confirmed  the  presence  of  insulin  receptors  on  plasma 
membranes  isolated  from  the  liver  of  control  and  infected  rats. 
Preliminary  results  suggest  that  infection  did  not  significantly 
affect  the  binding  capacity  or  affinity  of  the  membrane  receptor 
for  insulin.  These  results  suggest  that  the  increased  serum 
insulin  observed  during  infection  does  not  "down  regulate"  its 
receptor  on  the  liver.  In  addition,  the  observed  metabolic 
effects  observed  during  infection,  such  as  increased  RNA,  protein, 
and  lipid  synthesis  appear  not  to  be  mediated  by  altered  hepatic 
insulin  receptors. 


STATUS:  ( 0 ) 
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TITLE :  The  Effect  ot  ■’*  »•  ■  *  •  y  ■  .  Infect  ion  on  the 

binding  of  Thyroxine  ( Tg  )  t<>  Puri  lied  Hat  Liver  Plasma 

Membrane  s 

PRINCIPAL  INVESTIGATOR:  MAJ  James  S.  Little,  MSC 
PROEESSIONAL  ASSISTANT:  MAJ  Stanley  P.  Liebenberg,  VC 
WORK  UNIT  NO:  82/65 

TECHNICAL  OBJECTIVES 

To  determine  if  there  are  specific  receptors  for  T4  on  hepatic 
plasma  membranes;  if  these  receptors  are  affected  by  " .  "■w'r'mli  <? 
infection;  and  if  receptor  changes  can  be  correlated  with  altera¬ 
tions  known  to  occur  in  hepatic  metabolism  during  infection. 


METHOD 


Male  Sprague-Dawl ey  rats  (200-250  g)  will  be  maintained  on  stock 
Purina  lab  chow  and  tap  water  at  7 ; u ■ t u e.  All  rats  will  be 
acclimated  to  a  12-hour  day-night  cycle  for  14  days  before 
experimentation  to  standardize  circadian  variations.  Rats  will 
be  inoculated  with  varying  doses  (3xl04  -  3X10-5;  6x10^  -  1x10^; 
and  6x10^)  of  heat-killed  (control)  or  virulent  (infected) 
colony-forming  units  of  r .  serotype  I,  A-5  strain. 

After  inoculation,  all  rats  will  be  fasted  but  allowed  access  to 
water  and  euthanized  40  hours  after  inoculation,  a  time  corre¬ 
sponding  to  the  midpoint  ot  the  night  cycle.  Easting  of  controls 
will  be  necessary  because  infected  rats  are  anorectic.  Hepatic 
plasma  membranes  will  be  isolated  and  the  purity  assessed.  For 
initial  studies  to  determine  optimum  time,  temperature,  protein 
concentration,  and  pH,  plasma  membranes  from  control  or  infected 
animals  will  be  pooled.  Once  the  binding  assay  has  been  optimized 
with  respect  to  time,  temperature,  plasma  membrane  protein  con¬ 
centration,  and  pH,  plasma  membranes  will  be  prepared  from  indi¬ 
vidual  control  and  infected  animals.  Each  control  or  infected 
group  will  contain  at  least  6  animals.  Three  groups  of  infected 
animals  will  be  studied  with  each  group  receiving  an  increasingly 
larger  dose  of  c .  r>  ■»-  7  n .  Receptor  assays  will  be  performed 

in  a  total  volume  of  0.2  ml  contained  in  iy^5  mm  borosilieate 


glass  test  tubes.  The  assay  will 


conta 1 n 

100,000  counts  per  minute),  from  0  to  10  ^ 


M  colei 

plasma  membranes  at  the  determined  concentration, 
will  be  diluted  in  buffer  (T4  Buffer)  containing 
20  mM  Tris-ci,  1  mM  MgCi^,  2  mM  EOT A ,  50  mM  NaCl, 
fhreitol,  and  5*  (v/v)  glycerol.  Assays  will  be 
triplicate  at  the  optimal  temperature  and  time, 
be  stopped  by  the  addition  ot  1 .0  ml  of  ice  cold 
centrifugation  at  2200  g  for  15  minutes, 
the  supernatant  will  be  aspirated  and  the 


(50,000  to 
T4,  and 


All  components 
0.25  M  sucrose , 

1  mM  d i t  h i o- 
per formed  in 
Assays  will 
T4  buffer  and 
Following  centrifugation, 
plasma  membrane  [reliefs 


washed  by  the  addition  of  )  .0  ml  of  ice  cold  T4  buffer 


The 


The  Effect  of  tonneaus  pn^umoni  a  ■■  Infection  on  the  Binding 

of  Thyroxine  ( T4  )  to  Purified  Hat  Liver  Plasma  Membranes  -  LittLe 

membranes  will  again  be  pelleted  as  described  above,  the  super¬ 
natants  aspirated,  and  the  membranes  counted.  Non-specific 
bindiny  will  be  determined  by  parallel  incubation  with  excess 
cold  hormone  (  1 0 —  ^  M).  Scatchard  analysis  will  be  used  to 
assess  the  atfinity  and  maximum  binding  capacity  of  the  receptor 
for  T4  .  Counting  efficiency  will  be  determined  by  the  channel 
ratio  method  . 


PROGRESS 

(82  10  -  83  09)  Hepatic  plasma  membranes  were  isolated  from 

control  and  Ptnpntoaoceus  vneumo  n ’  a  e  infected  rats  in  order  to 
determine  the  effect  of  5.  7 -Vic  infection  on  the  binding 

capacity  and  affinity  of  hepatic  plasma  membranes  for  thyroxine 
( T4  )  .  Infection  did  not  affect  the  purity  or  the  yield  of  iso¬ 
lated  membranes  .  A  significant  decrease  in  both  total  and  free 
serum  ( T4 )  was  observed  during  infection.  Scatchard  analysis 
of  membrane  binding,  determined  under  optimal  conditions,  con¬ 
firmed  the  presence  of  high  affinity,  low  capacity  sites,  as 
well  as  low  affinity  sites  for  T4  on  membranes  isolated  from 
both  control  and  infected  rats.  T4  maximum  binding  capacity 
( MBC )  of  the  high  affinity  sites  decreased  significantly  as  the 
infection  became  more  severe.  However,  the  affinity  of  these 
receptors  did  not  change.  Neither  MBC  nor  affinity  of  the  low 
affinity  sites  was  altered  by  infection.  The  observed  decrease 
in  MBC  of  the  high  affinity  binding  sites  for  T4  on  hepatic 
plasma  membranes  cannot  account  for  the  decrease  in  serum  T4 
or  the  hepatic  metabolic  alterations  also  known  to  occur  during 
.*?.  pneumoniae  infection. 


PUBLICATION:  Little,  J  .S  .  The  Effect  of  ntvpptoeoceua  pneumoniae 
Infection  on  the  Binding  of  Thyroxine  to  Purified 
Rat  Liver  Plasma  Membranes.  Endocrinology,  in  press. 

PRESENTATIONS:  Little,  .1  .S  . :  Effect  of  F  t:  nevtoenepu  a  pneumoniae 

Infection  on  the  Binding  of  Thyroxine  to  Plasma 
Membranes  Isolated  from  Rat  Liver.  Presented:  The 
Society  of  Armed  Forces,  Medical  Laboratory  Scientists, 
San  Antonio,  Texas,  19-23  March  1983.  Fed  Proc  12: 

27  ,  1983  . 

IBID:  The  Federation  of  the  American  Society  for 
Experimental  Biology,  Chicago,  Ill.,  10-15  April  1983, 
Fed  Proc  42:324,  1983. 
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TECH  N  I  UA1.  OBJECT  I  VK, 

To  determinne  it,  during  testosterone  suppression,  spermatogenesis 
which  is  reinitiated  by  HCG  is  due  onLy  to  a  rise  in  testicular 
testosterone  or  it  HCG  also  stimulates  androgen  binding  protein 
product  ion  . 


* 


METHOD 


Three  groups  of  male  rats  >40  days  old  (20  rat. s/group)  will  be 
studied.  Initially,  each  animal  will  have  serum  drawn  for  LH , 
proLactin,  PSH ,  and  testosterone,  and  a  unilateral  orchiectomy 
will  be  done  on  each  animal  with  tin1  testicular  contents  assayed 
for  androgen  binding  protein,  testosterone,  estradiol,  and  dihydro- 
testosterone  plus  histology.  For  six  weeks,  Group  T  (control  group) 
will  be  injected  with  sesame  oil  alone.  Groups  2  and  3  will  be 
injected  with  testosterone  proprionate  and  sesame  oil  at  a  dose 
of  150  ugm/100  gm  body  weight.  Then,  tor  six  more  weeks  both 
groups  will  continue  to  receive  the  testosterone  proprionate  and 
Group  3  will  also  receive  trie  HCG  at  a  dose  ot  6  U / 10  0  gm  body 
weight  daily.  Group  I  will  continue  to  receive  the  sesame  oil 
alone.  At  the  end  of  this  six  week  period,  each  animal  will  again 
have  serum  drawn  for  prolactin,  KSH,  LH ,  and  testosterone,  and  the 
animal  will  then  be  sacrificed  with  the  other  testicle  removed  and 
assayed  tor  androgen  binding  protein,  testosterone,  estradiol,  and 
d i hydrotestosterone  as  well  as  histology. 

PROGRESS 

(82  10  -  83  04)  burin j  KY  HI,  the  investigators  confirmed  the 
findings  that  long-term  treatment  ( 8h  days  of  HCG  and  testosterone) 
significantly  lowers  intratest iculur  testosterone.  This  decrease 
in  testosterone  is  associated  with  a  significant  increase  : a  lntra- 
testicular  estradiol  and  a  pro  j  ressi ve  lose  ot  i,H  'HCG  pin  o,i 
membrane  receptors.  A  paper  has  been  submitted  to  the  Journal,  of 
Reproduct ive  Biology. 


PRESENTATIONS  :  Meehan  i  sms  ot  t’rol  ,i  J  in  Regulation  o*  Test  iculur 
hint  mn;  Endoc  r  i  no  Society  Meo  t  l  no  ,  1  Ju  n  81. 

At>s t  r act  tt  Lb  ,  p  4  t,  . 

Ettect  lit  Chronic  Vlminiutrat  lonn  ot  Testosterone 
and  Human  Ch  it  ionic  G<  >na<  i  it  r  op  i  n  on  Te  s  t  i  cu  1  a  r 
Function.  p  1 1  -  i  t  t  <  •  Coo  s t  Fertility  Society,  Palm 
Springs,  U  A  ,  lb  act  81;  abstract  #48. 
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WORK  UNIT  NO:  8  1/92 


TECHNICAL  OBJECTIVE 


To  determine 
testosterone 


the  mechanism 
production  by 


of  inhibition  of 
HCG  and  testosterone. 


METHOD 

Six  groups  of  adult  male  Wistar  rats  ''250  gm  will  have  baseline 
serum  drawn  for  LH ,  ESH ,  and  testosterone.  All  animals  will  be 
kept  on  a  14  hour  light,  10  hour  dark  cycle.  Group  A  will  re¬ 
ceive  sesame  oil  twice  weekly  for  12  weeks.  Group  B  will  receive 
150  .igm/100  ym  BW  testosterone  enanthate  twice  weekly  for  12 
weeks.  Group  C  will  receive  150  ugm/10U  ym  BW  testosterone 
enanthate  twice  weekly  tor  six  weeks  and  the  same  regimen  plus 
18  U  HCG  OD  for  an  additional  six  weeks.  Group  D  will  receive 
300  iym/100  ym  BW  testosterone  enanthate  for  six  weeks  and  the 

same  regimen  plus  18  U  HCG  QD  for  an  additional  six  weeks. 

Group  E  will  receive  150  ;iym  testosterone  enanthate/ 1 00  gm  BW 
plus  18  n  HCG  twice  weekly  tor  six  weeks,  and  the  same  regimen 
plus  the  addition  of  Teslac  5  iyin  daily  tor  six  more  weeks. 

Group  E  will  receive  150  :,ym  testosterone  ena n t ha te/ 1 00  ym  BW 
twi.  -e  weekly  for  six  weeks  and  then  18  II  HCG  daily  plus  10  my 
Teslac  twice  a  day  tor  six  weeks.  After  the  12  weeks,  blood 
will  again  be  drawn,  the  animals  sacrificed,  the  testes,  and 
epididymis  removed,  weighed,  and  frozen.  Intratest icular  DHT , 

F.2  >  and  ABP  will  be  measured  in  the  testicle  and  androgen 
binding  protein  measured  in  the  epididymis.  Histology  wiLl  be 
performed  to  include  mean  seminiferous  tubule  diameters. 


PROGRESS 

(82  1  0  -  8  3  09)  The  technical  portion  of  Hus  protocol  has  been 

completed,  and  a  paper  is  in  preparat  ion.  This  study  demonstrated 
that  administration  of  testosterone  and  HCG  had  a  greater  effect 
on  suppression  of  test  icular  testosterone  levels  than  admini  strat.  ion 
of  testosterone  alone.  testosterone  alone  lowered  i  nt  rat  est  icular 
testosterone  by  LH  suppression  and  increased  intratest  icular  K.  >  . 
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METHOD 

Six  tern  ii.‘  "•••••  «  •  ■  ;  »  '  >•  7  monkeys  will  be  ai.Mict.ed  to  morphine. 

When  r  n*-y  become  amenorrheic  with  maintenance  of  their  weight  r:<y 
appr-  >,>r  i  a  t  e  f  <  >ou  supplement  and  have  riot,  lost  significant  body 
we  i  jht  ,  jniKviotropi  ns  wi  I  L  be  drawn  every  It)  mi  n  for  1  hr  and  20 
minutes.  Next,  a  bo  1  us  of  naloxone  will  bo  given  and  samples 
ir.twn  for  1211  minutes.  The  animals  will  tie  continued  on  morphine 
and  i  weeks  1  at.  or  j  i  vo  n  a  bolus  of  l.H  re  1  easing  hormone  with 
samples  for  gonadotropins  drawn  every  It)  min  for  120  minutes. 

The  animals  will  then  be  withdrawn  from  the  morphine  and  again  a 
bo  l  tin  ot  naloxone  will  be  administered  during  the  luteal  phase  of 
the  menstrual  cycle  with  serum  simples  drawn  every  10  min  for  120 
min  be  tore  ana  after  administr.it  ion  of  naloxone.  Samples  will  be 
assayed  tor  progesterone  to  determine  the  point  of  time  in  the 
menstrual  cycle.  Menstrual  cycle  timing  will  be  determined  by 
watching  sox  skin  swelling.  l.ii  will  be  measured  by  Ley  dig  cell 
bioassay.  oat. a  will  be  analyzed  by  appropriate  T  test,  and  linear 
reg  re ss i on  . 

PRQCRKSS 

(82  If)  -  it  t  04)  This  study  demonstrated  a  significant  suppression 
of  r.H  M  chronic  morph  i  no  sulphate  addiction  unrelated  to  weight 
loss  a  n>;  this  suppress  i  •  -n  was  also  seen  with  acute  morphine 
sulphate  »dm  i  n  i  fit  rat  i>>n  when  a  sensitive  bioassay  for  l.H  was 
used.  Th i s  suppression  ii  reversed  by  Naloxone.  A  paper  to  be 
su bm i t  ted  tor  ; > a b 1  i ca t  i on  is  in  preparation. 
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84th  Annual  Meeting,  The  Kndocr  l  m?  Society,  sari 
Francisco,  t’A,  IF  June  1982.  Abstract  #^79, 
Abstracts  of  the  Mth  Annual  Meeting  of  The 
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WORK  UNI  T  NO:  d 2  2  i 


TKCHN  H ' A  L  OBJ  HCT 1 VK 

[’o  determine  it  high  pressure  1  iquid  chroma  t  n.jraphy  can  tie  a 
means  by  which  the  pit  nit  ary  gonadot ropn i ns  can  be  separated  an 
quantitated  between  species. 


MHTHi  >n 


Various  nanogram  amounts  ot  LH  rang  i  ng  t rom  1-50  ng/ml  will  he 
assayed  by  the  tii-'LC  usinj  the  protein  125  column.  Human,  primate 
ovine,  rat,  and  rabbit  In  will  be  assayed .  Human  LH  which  has 
been  label  Led  by  cb lor  ami ne-T  or  1 ac  tope  rox i da  se  will  also  be  use. 
The  same  concentrations  of  LH  will  then  tie  added  to  the  mouse 
Leydig’s  cell  bioassay  system.  The  results  between  these  two 
techni  pies  will  be  compared  as  well  as  t  tie  points  at  which  the 
var  r  us  LH’s  are  detected  on  the  HPLC.  The  statistical,  analysis 
will  oc  peri  ■  irmiui  uy  linear  re.jn'ssrm  and  T  tests. 
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I  F.CUN  [CAL  i  iHJKCTIVK 

To  expand  further  the  studies  which  the  invest lgitors  have  reported 
show  in  j  the  relati  unship  between  LH  and  testosterone  (T)  in 
regulating  test  isterone  product  ion .  The  current  study  is  designed 
t.  ’  .iuter:!'.  i  ne  the  time  course  ot  event  s  f<>l  lowing  HCG  administration 
to  testosterone  suppressed  animals  oy  determining  changes  in  intra¬ 
test  i  c  a  1  a  r  testosterone  and  I.H  receptors  at  spec  i  t  ied  intervals 
toll  'wing  HCG  administration. 


ML THOU 

Male  W ister  rats  >90  days  and  weighing  200-250  gms  will  he  given 
testosterone  enanthate  150  njm/LOO  gm  body  weight  IM  biweekly  for 
six  weeks  ana  control  animals  will  he  injected  with  sesame  oil .  This 
will  be  time  zero  time.  Light  control  and  eight  treatment  animals 
will  be  sacrificed  at  this  -point  .  Then  HCG  18  Ili  eacn  day  will  be 
started  on  all  animals  treat*.-  i  with  T  and  control  animals  will  be 
injected  daily  wit.n  saline.  High t:  control  and  eight  treatment 
animals  wi L L  be  sacrificed  at  J ,  7,  14,  28,  and  56  days  after  zero 
time  and  trunk  blood  collected.  Testes  and  epididymae  will  be 
removed,  trimmed  of  tat,  weighed,  and  frozen  at  -70°C  until  assayed. 
Serum  will  be  separated  and  frozen  until  assayed.  Serum  will  be 
analyzed  for  T  and  LH  .  Testes  will  lie  analyzed  for  T,  F.  2 »  ABP,  and 
HCG  receptors .  Testes  from  six  control  and  six  treatment  animaLs 
sacrificed  at  7,  28,  and  56  lays  will  be  prepared  for  electron- 
microscopy.  Electron-microscopy  and  stereolog ical  analysis  of 
the  smooth  endoplasmic  reticulum  in  t  he  Loydig  cells  will  he 
performed  .  -rum  T  and  LH  will  he  per  t  •  >rmed  by  R  l  A  .  The  testes, 
while  still  t  •-  zen,  will  he  cut  in  hal  ?  .  One  halt  along  with  the 
epididymi-  ,  will  be  thawed  and  homogen  i  ze  i  in  a  phosph- >s  1 1  1  ne 
buffer  pH  .  '•  with  6  ml  used  per  gm  of  tissue.  This  homogenate 
will  then  be  assayed  tor  T ,  Lg,  and  ABP  and  results  expressed  per 
ng  of  protein.  The  other  halt  of  the  testes  wi  1  1  itien  he  assayed 
tor  HCG/LH  receptors .  Comparison  between  gr->ups  will  be  made 
using  the  non-pa  1  red  Student's  T  test  or  a  non-paramet. r i e  test 
such  as  the  Mann  Whitney  test  . 
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WORK  UNIT  NO:  c5  3  '  1  1 


TF.CHN  I  CAL  OBJECTIVE 


To  test  basic  biochemical  parameters  of  toxicity  in  women  ingesting 
combinations  of  estrad iol/norgestrel  as  an  oral  contraceptive. 
Acceptability,  relative  potency,  and  ovulation  suppressive  ability 
will  be  tested  . 


METHOD 


Two  studies  are  planned.  In  the  first;  study,  after  one  control 
non-treatment  cycle,  four  groups  of.  twelve  women  wiLl  daily 
ingest  various  combinations  of  norgest.  re  1  plus  estradiol,  tor  21 
days  out  of  a  2d  day  cycle.  D- 1  - norgest r<- i  (  JIM)  ,.g  )  or  levonor- 
gestrel  (150  ;:g )  and  0.5,  l,  2,  an)  4  -nj  or  m  i  cron  i  zed  estradiol 
will  be  tested.  A  control  group  or  12  women  will  ingest  300  ;.g 
of  d  ,  1-norgest  re  l  or  l  50  .  j  of  l  ■  >  v  >n  >rgest  rol  pi  us  3  0  ..  j  of 

ethinyl  estradiol  .  Serum  level-  >f  pr  '  jester  >ne  will  be  obtained 
week  1  y  in  order  to  detect  any  v  .i  o  i  m  tn.it  might;  occur.  Any 
abnormal  bleeding ,  nausea ,  n.-. Pitches  mu  of  :««.*r  symptoms  will  be 
recorded.  Pharacodyn  itn  1  e  r  e  --  p  >os.  will  b.-  st  ud  i  •.■<!  by  mvisun  ny 
serum  levels  of  i*st  font-*  ant  •  •  ■■■■  t  t  i  :  i . .  i  .  •  •  1 .  1 1  i  v<  -  e.st  rogen  pot  <  •  nc  i  e  s 

will  be  compared  by  trie  >  -.it  .  a  ,  im  I  e  ve  l  s  >r  sex  steroid  bind  in  ; 

protein  ( SBP-BC )  .  Kr'.-haMui.  me  tsunm  ot  liver  and  renal  fu  net  tori 
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Evaluation  of  Metabolic  Effects  of  Hicrnnizeil  oral  Estradiol  and 
Proije ste rone  Combinations  -  Plymate 


PROGRESS 


(82  10  -  83  04)  Twelve  women  who  had  normal  menstrual  and  fertility 
histories  with  ovluat  ion  documented  fjy  a  rise  in  basal  body  temper¬ 
ature  had  daily  blood  samples  drawn  during  a  menstrual  cycle.  In 
ten  subjects  a  significant  increase  in  mean  SHBG  was  noted  in  the 
luteal  phase  ami  immediately  following  the  preovulatory  increase 
in  Eg  (PvO.OOl  )  .  In  two  of  flit*  subjects,  the  rise  in  SHBG  was 
not  significant.  In  these  subjects,  there  was  a  significant  rise 
in  Eg  prior  to  the  i.H  surge,  but  no  increase  in  luteal  phase  Eg 
compared  to  early  follicular  levies. 


Pol  1  icu 1  a r 

P  r  e  - 

Lu tea  1 

Phase 

ovulation 

Phase 

SHBG- A 1 l  Subjects 

15.7  0.60 

14.4  0.7 

20  .8-1  .55  PC  0  .001 

ng  DHT  bound/ml 

(  SEM  ) 

SHBG-s  I.ut.eal  ‘ 

21.1  1  .6 

21  .4  1.7 

2  1.7  1.4  N  , S  . 

P-  0  .00  1 

P-  0 

.  0  0  1 

Eg  pg/ml-All  Subj< 

;cts  69  1.6 

17  0  12.8 

14  4  12 

Eg  pg/ml  s  SHBG  * 

17  ,4  2.6 

6  1.->  7.4 

32  .7  2.1 

Pv  0  .01 

N  .S  . 


Associated  with  a  failure  of  a  rise  in  luteal  phase  Eg  was  a 
significantly  lower  level  of  I.H  by  both  bio  and  RIA  during  the 
mid-cycle  LH  surge  compared  to  subjects  with  a  rise  in  SHBG 
postovul at  ion  (546  125  rig/ml  vs  805  50  ng/rnl;  PC0.02).  There  was 
no  difference  in  PSH  between  th>>  groups .  This  study  demonstrates 
that  SHBG  changes  during  the  menstrual  cycle  corresponding  with 
Eg  changes.  SHBG  is  a  sensitive  marker  of  estrogen  status  in 
wome  n  . 


PRESENTATIONS:  Plymate,  S.R.,  Moore,  D.K.,  Matej,  [..A.,  and  Fariss, 

B.f,.:  Sex  Hormone  Minding  Globulin  Increases 

fluting  the  Menstrual  Cycle.  Presented  to  Society 
of  Uniformed  Endocrinologists  Annual  Meeting, 

San  Antonio,  Texas,  7-8  June  1983. 

Plymate,  S  .P  .  ,  Moore,  D.E.,  Matej,  L  .A  .  ,  Bremner, 

W  .  J  . ,  and  Fariss,  B.L.:  Sex  Hormone  Binding  Globulin 
Increases  During  the  Menstrual  Cycle.  Presented 
to  the  65th  Annual  Meeting,  the  Endocrine 
Society,  San  Antonio,  Texas,  8-10  June  1983. 

STATUS:  (O) 
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TITLE:  Effect  of  Weight.  Loss  on  Changes  in  Sex  hormones  in  the 

Obese  Anovulatory  Polycystic  Female 


PRINCIPAL  INVESTIGATOR:  COL  Stephen  R.  Plymate,  MC 

PROCESS  TONAL  ASSISTANTS:  C<»L  Bruce  1..  Fariss,  MC 

LTC  Hicham  P.  Belts,  -1C 
OPT  Frederick  E.  Harlass,  MC 

WORK  UNI!  NO:  8  3/5  7 

TECHNICAL  OBJECTIVE 


To  determine  if  weight  loss  can  cause  a  return  to  normal  of  the 
gonadotropin  and  sex  steroid  changes  in  the  obese  woman  with  poly¬ 
cystic  ovarian  syndrome. 

MK'l'tlt  >1) 

PATIENT  SELECTION:  Ten  obese  women  who  are  at  least  80%  greater 
than  ideal  body  weight,  who  have  not  had  a  menstrual  period  for 
three  months,  and  who  have  not  taken  sex  or  steroid  hormones  prior 
to  entering  into  this  study.  Patients  with  elevated  prolactin  or 
FSH  will  be  excluded. 

Routine  baseline  blood  samples  will  be  drawn  for  LH ,  FSH,  prolacti 
testosterone,  sex  hormone  binding  globulin,  and  estradiol,  and  thr 
cc 1 s  every  10  minutes  for  four  to  six  hours  with  an  in-dwellinj 
catheter  to  determine  LH ,  pulse  amplitude  and  frequency.  The 
women  will  then  be  placed  on  a  weight  reduction  diet  and  followed 
until  they  go  off  the  diet,  are  within  20%  of  their  ideal  body 
weight,  or  have  a  return  of  two  normal  menstrual  cycles.  Pol  low  in 
two  cyclic  menses  with  ovulation  as  documented  by  luteal  phase 
progesterone  measurements,  blood  will  again  be  drawn  tor  LH ,  FSH, 
prolactin,  testosterone,  SHBG  and  Eg  along  with  blood  sampling 
for  pulse  amplitude  and  frequency.  Sampling  will  be  done  during 
the  early  foil icular  phase  of  their  menstrual  cycle.  Statistical 
analysis  will  be  done  by  paired  Student's  t  test,  simple  linear 
regression  analysis,  and  ANOV  where  .appli  -able. 


PR OCR 1 SB 

(83  03  -  83  OB)  Six  infertile  anovulatory  women  with  a  body 
mass  index  (W/H^)  ■  30  were  placed  on  a  we  i  jht  reduct  ion  diet, 

and  followed  weekly  until  eye  I  ic  ovulat  ion  returned.  The  retain 
of  ovulation  was  documented  by  serum  progesterone  measurement.  . 
The  mean  percent  decrease  in  weight  was  10. 8  3.2.  LH  pulse 

frequency  and  amplitude  were  hot  It  •  i  gn  i  t  l  cant  1  y  decrease  1  al  ter 
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TITLE:  ki_-l.it  ionship  of  Body  Eat  to  Cont  rol  <<t  Synthesis  py  the 

L.ivi't  of  Testosterone  Estradiol  Hindi  rig  (llobul  in  (TeBG) 
and  Sex  Hormones 

PRINCIPAL  I  NVEST  I  GATOR :  COL  Stephen  R.  Plymate,  MG 

PROEESS IONAL  ASSISTANTS:  COL  Hrnce  L.  Fariss,  MC 

LTC  Cary  L.  Treece  ,  MC 
MAH  Stanley  P.  Liebenbery,  VC 
CPT  Karl  F,  .  Kriedl,  MSC 
Mina  J  .  Garrison,  DAC ,  MCI'. 

Louis  A.  Mate j  ,  DAC,  M  ,T  . 

WORK  UNIT  NO:  83/83 

TECHNICAL  OBJECTIVE 

To  determine  the  metabolic  parameters  responsible  for  modifying 
production  of  TeBG  in  weight  gain. 

MKTiH  )D 

Six  female  beagles,  not  in  estrus,  will  have  three  baseline 
serums  drawn  tor  T4 ,  T3  uptake,  T3  RIA,  TeBG,  testosterone, 
androstened ione ,  and  estradiol  weekly  tor  a  three  week  baseline 
period.  The  animals  will  be  weighed  weekly  and  tiien  allowed 
unlimited  access  to  food  with  decreased  exercise.  Weekly  Dlood 
samples  will  again  tie  drawn  until  the  animals  have  gained  30%  of 
their  starting  body  weight.  At  that  point  in  time  the  animal's 
food  intake  wilL  be  determined  and  the  weight  maintained  at  the 
30%  level.  The  animals  will  then  be  given  two  subcutaneous 
injections  (two  days  apart)  of  estradiol  valerate  (40  my).  One 
and  two  weeks  after  the  last  injection,  the  previously  mentioned 
blood  samples  will  again  be  drawn.  Next,  the  animals  will  be 
given  tamoxifen,  an  ant  i  est  royen ,  at  a  dose  -it  10  mg  twice  a  day 
intramuscularly  and  TeBG  levels  again  drawn  one  week  and  two 
weeks  after  tamoxifen  administration.  The  animals  will  then  be 
allowed  one  month's  rest  whiLe  maintaining  their  weight  at  30% 
above  their  ideal  body  weight.  Baseline  studies  as  mentioned 
above  will  then  tie  obtained  weekly  for  two  weeks.  Then  t  tie 
animals  will  be  given  l  mg  of  lovot  hyroxi  ne  i  nf  ramus. -u  1  at  1  y 
weekly  for  two  weeks,  and  blood  studies  wi 1 1  be  repeated  at  the 
time  of  the  second  injection  and  for  three  weeks  after  the  admini¬ 
stration  of  levnt  hyroxi  ne  .  A  similar  group  of  six  normal  weiyht. 
female  beagles,  age-matched  and  not  in  estrus,  will  be  studied 
with  similar  blood  drawings  and  nlinini  st  ral  ion  of  medications; 
however,  the  animals  will  be  maintained  at  t  ht- 1  r  ideal  b  >dy  weiyht. 

PROGRESS 

( H j  OH  -  81  OH)  Animals  and  materials  an-  being  collected.  The 

protocol  wit  I  commence  in  November  1  Ml. 
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1'ITLK  : 


Kvdluat  ion  of  f-  t  t  Lcney  of  Vat  1  i-ocu  I  u  Repair 


PR  I  NC  I  PM  1  NVF.S  riGATOR  :  CU1,  Stephen  K  .  Plymate,  MI¬ 

RROR  KSS  I  oNAl  ASSISTANTS:  MA.l  ermn  Niles,  MC 

< '  .  A  .  Paulsen,  M  .  1 1 . 

R  i  cim rd  K  .  in i  rgo  r  ,  M  . ! )  . 

WORK  UNIT  NO:  8  4/84 


TKCHN I  CAL  OBJFCTIVh 


To  determine  the  efficacy  oh  varieoeele  i  r  i  a  i  :nj,r<>v  i  n.j 

tert  i  1  i  t. y  in  t  he  infertile  Tale. 


MK  1'HOi) 


Pout  groups  (74  men  each)  will  lie  studied:  (1  i  infertile  men  who 
are  going  to  have  their  varioH.:i*h>s  repaired,  (2)  infertile  men 
without  varicoceles;  (  i)  fertile  men  who  have  varicoceles,  and 
(4)  fertile  men  without,  vat  ic  >celes.  Prior  to  entering  into 
this  study  all  subjects  wiLl  have  a  complete  history  and  physical 
examinat  ion  done,  including  assessment  of  the  presence  or  absence 
ot  a  varicocele  as  well  as  calibrated  measurement  of  testicular 
size.  Kach  group  will  have  eight  to  ten  semi  n  analyses  performed, 
two  sperm  penetration  assays  performed  at  least  four  weeks  apart, 
and  two  LH/RH  stimulation  tests  performed  using  200  mg  of  LH/RH  . 
Blood  samples  will  De  drawn  every  14  minutes  for  two  hours  after 
the  injection  of  the  LH/RH.  Following  repair  of  the  varicocele, 
the  men  will  have  a  seminal  fluid  analysis  performed  every  two 
to  four  weeks,  sperm  penetration  assay  performed  at  six  months 
and.  twelve  months  after  the  varicocele  ligation,  and  LH/RH  again 
performed  at  six  and  twelve  months  after  the  varicocele  ligation. 

PROGRKSS 

(84  04  -  84  09)  Fifty-nine  subjects  have  been  enrolled  and 
tieg u n  the  t  ■  •  s t  i  ng  . 


<  i ) 


STATUS : 


TIT  Lb; : 


Role  of  Depression  in  Modulation  of  Hypothalamic- 
Pi t  u i tary-Gonada 1 -Ax i s 


PRINCIPAL  INVESTIGATOR:  COL  Stephen  R.  Plyrnate,  MC 

PROb'ESS  IONAL  ASSISTANT'S:  C01.  Bruce  L.  b’ariss,  MC 

Thomas  I.ampe,  MO,  American  Lake  VA  Hospital 
Steve  R.  Risse,  MO,  A'uerican  Lake  VA  Hospital 

WORK  UNIT  NO:  8  3/8  5 

TECH N I  CAL  OBJECTIVE 

To  evaluate  the  hypothalamic  gonadal  fund  ion  in  a  biochemically 
defined  depressive  state  in  >rdor  to  further  define  the  role  of 
neurot.  ransm  i  t  ter  s  in  hot  n  the  depression  and  the  control  of  the 
hyp  at  ha l ami c-p  1  t  uit  ary-  >.  •nao.i  1  (  H  PC. )  axis. 


M  b  I  Hi  >! ) 

subjects:  !.-u  w  mien  m  i  i.-n  in.  •  ■  igmitfed  tor  depression  who  have 
nonsuppro-ss  i  id  >•  i  is  T  .!•••.  >.*t  ine<i  .by  i  cortisol  level  greater  than 

5  ..  j  Cl  1  after  i  m  ;  dexamet  ha  S'  'fie  j  i  veu  at  ,!  HO  hours  and  plasma 
cor  t.  i  s<d  measured  it  nmm  ,  1  sail ,  .c,  !  .MOO  floats  the  fol  low  in  j 

day.  boll  >wnvj  t  tie  IIS!  it  (1800  mao  s,  a  TOO  in  j  bolus  of  LH/RH 
will  tie  jiven  IV.  Blood  samples  will  t.e  drawn  t.  —  1  ,  0,  15, 

10,  45  and  bu  minutes  t  * » r  l.H ,  bSH,  am:  prol  act  in.  This  will  tie 
followed  fry  a  1  oo  .|  bolus  ot  TRH  with  blood  samples  drawn  at 
feu,  7  :> ,  do,  105  and  120  minutes  tot'  prolactin,  TSH  and  growth 
hormon.;:- .  When  trie  bST  returns  to  normal  the  studies  will  be 
repeated  on  .ill  patients.  Any  patients  i  »n  phenoth  iaz  i  nes  will 
be  excluded  from  the  study.  In  addition  the  -15  and  zero  time 
samples  will  have  /  -  L  i  pot.  top  i  n  ,  ACTH  ,  '-endorphin,  testosterone, 
estradiol,  and  sex  hormone  binding  -glonulin  measured.  The  female 
patients  will  have  a  menstrual  ut story  mated.  If  they  are  cycling, 
the  time  ot  the  blood  drawing  in  relationship  to  their  cycle  will 
be  calculated  and  confirmed  by  measurement,  ot  serum  progesterone. 


PROGRESS 

(8  3  04  -  8  3  04)  I'll  i  s  protocol  is  to  begin  in  November  1483. 


STATUS:  (O) 


['rn.E:  K.in.ji!r  Med  to  Proceilu res  Tr-'i  i  n  i  ng 

PRINCIPAL  I  INVESTIGATOR:  CPT  Robert  K.  Kano,  Mr 

PROFESS  lONAl,  ASSISTANT:  MAJ  Stanley  F  .  I.  i  ebenbe  rg  ,  VC 
WuRK  UNIT  NO:  83/34 


TEC H NIC A L  OBJ  EC  [IV E 

To  provide  training  to  acquire  the  necessary  manipulative  skills 
in  performing  emergency  Lite-saving  measures  in  support  d  wartime 
tie  Id  operations. 


ME  I’HoLJ 


The  Medical  Platoon  <  >t  the  2 -'7  5t  h  In  tan  try  (  Hanger  )  consists  of 
two  MC  officers  and  approximately  20  add  it  tonal  en  L  i  st.ed  per¬ 
sonnel  (MOS  HlB).  Each  ot  these  20  personae  1  will  tie  trainee,  on 
a  guarterLy  basis.  Classes  will  he  conducted  monthly  utilizing 
tne  two  MC  officers  as  preceptors,  t  raining  t>-"’  Ranger  medics  at 

Two  mongrel  dogs  will  :>e  use  i  tor  each  training  cl  iss  with  t. he 
exception  ot  debridement  ex**r  i  os  whicti  will  each  us«  tout  sheep) 
as  animal  models.  All  Hniinais  will  i  nit  i  ally  he  anesthetized 
with  sodium  pentobnrb  i  t  a  1  with  inest  tie  si  a  maintained  Dy  ha  lot  bane 
ftiroughout  the  ducat  Lon  o  <•  irh  q  ve;.  Wounds  for  debridement 
will  be  caused  by  i  ('apt  ive  pelt  pistol  ,  Upon  completion  of  the 
exercise,  all  animils  will  be  eat  hani  zed  by  lethal  injection  of 
sodium  pentobarbital  without  a !  1  > v i n q  the  i n i ma 1  to  regain 
consciousness  .  1’tie  carcasses  will  :  -  *  <1  i  sposo  1  of  by  incineration. 
Procedures  t  >  he  pert  n  med  on  do  p;  consist  it: 
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STATUS : 


ni'l.K:  Kmerqene y  Ro<  >in  Procedure  Tra  i  n  i  ng 

PRINCIPAL  1  NVKST IGATOK  :  MA.I  Steven  C.  Dronen,  MC 

PROhf.SS  K  )NAI  ASSISTANTS:  LTC  Samuel  T .  Color  idge,  MC 

MA.I  Stanley  P  .  1. 1  ebe  nbe  r  ij  ,  VC 

WORK  UNIT  NO:  82/2S 


TKCUN  I  CA1.  OBJ  KCTIVK 

To  prov  i.!o  t.rainin.j  to  acquire  the  necessary  man  ipu  Lat.  ive  skills 
in  performing  invasive,  life-savinq  procedures  tor  the  Kmeryenoy 
M e d i c i n e  Re  s i d e n  c  y  P  r oq  ram. 


ML  1'Hol) 

The  procedures  listen  below  will  ho  per  formed  in  two  separate 
sessions  unde  r  'he  superv  i  s  i  on  of  a  •;*  a  t  f  mem  her  and  the 
veterinarian  esi  imm  t  n  Clinical  Investigation.  All  animals  will 
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(82  UR  -  81  (in)  Incomitv;  Kmorqency  Medicine  Residents  were 
trained  as  a  part  of  their  m  tent  at  ion  program. 
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1'ITLK:  The  bse  of  Naloxone  in  Uu1  M  ana  jement.  of  Heinor r haj  1  c 

shock 

PRINCIPAL  I NVKS FlGAToR :  MAJ  Steven  V  .  Dronen,  Mr 

PROFESSIONAL  ASSISTANTS:  CPF  Richard  Koutch,  MC 

CPT  Karl  Kriedl ,  MSC 
CPI  I’eler  Maningas,  MC 

Work  CM  No:  8  i  ■'  8  2 


i’KCH.N  J  C  A I ,  imJKCTIVE 

r  )  evaluate  the  et'tect  ot  the  opiate  antagonist  naloxone  on 
various  cardiovascular  and  niocheinical  parameters  in  the  setting 
o  f  hemorrhagic  shock. 

METHOD 

Twelve  (12)  dogs  will  be  divine]  into  three  groups.  Group  I  dogs 
(six)  wiLl  receive  naloxone,  a  2  my  'kg  bolus  Followed  by  2  mg/kg/hr 
as  an  injection  prior  to  phlebotomy.  I’hey  will  then  be  bled  and 
reinfused  according  to  the  protocol  described  below.  Group  II 
dogs  ( three )  will  be  bled  and  rei  Mused  according  to  the  protocol. 
Group  III  dog s  (three)  will  not  be  Died  or  re  infused  but  will 
undergo  a !  1  other  steps  in  the  prot  x-nl  as  doscri  bed  below, 
receiving  naloxone  in  the  same  fashion  as  Group  I  . 

Each  dog  will  be  given  water  but  no  food  18-24  hours  prior  to 
experimentation.  The  dogs  will  be  anesthetized  3U  minutes  prior 
to  phlebotomy  with  30  :ng  'kg  of  IV  pentobarbital.  Additional 
anesthesia  will  be  in  2  mg, kg  increments  to  maintain  the  desired, 
level  of  sedation.  The  logs  will  be  placed  in  t. he  left  lateral 
decubitus  posit  ion  and  tracheal ly  intubated  with  a  cuffed  tube. 

A  Swan-lie nz  catheter  will  oe  placed  via  cutdown  on  the  right 
external  jugular  vein.  The  left  femora  1  artery  will  oe  cannulatod 
with  PE  205  tubing.  Vascular  pressures  (blood  pressure ,  central 
venous  pressure,  and  pulmonary  cap  t 1  l ary  wedge  pressure )  will  be 
measured  oy  quartz  transducers  ,ng  recorded  on  >  mult  iehannel 
oso i l lograph  .  blood  pressure  measurement  s  will  ne  t  nt  so  rupt eu 
only  for  blood  sampling  and  pnleDotomy.  Centra!  venous  presses, 
measurements  wi  1  1  oe  cont  i  n"ous  .  After  ?  wo-pei  nt  cal  i  brat  ion, 

P }-,.()  2  and  Ptl.Cc>2  "■  1  ect  rodes  will  be  placed  on  the  ibdomen  ot  the 
do  j  .  The  ui  ect  fooe  temperatures  will  be  44°  and  4  “  ,  respect  i  v*»  ly  , 

K«a  :ie  1  l  ne  a  rt  or  i  a  1  ,  venous,  and  mixed  venous  blood  samples  wil  1  In¬ 
drawn  prior  to  t-fem,  >rrhaye  f  or  do terminal  ion  of  c  uit  r-'l  pH,  pM2' 
pro  ,  ,  MV  i  >  ,  ,  H  jd  ,  and  aoum  last  1 1  e  .  Cardiac  output  will  be 
d*M  erm  l  :v  i  by  t  tie  a  mdud  t  hermod  i  1  ut  inn  techhnt  gue  .  Stmul  t  aneous 

ree  ird  1  n  j  ■  ,  t  I’l  ,S;  m  I  p  t  ^  will  Do  done  .It  each  s  im;  1  in;  pert  ,  d  . 


i'ne  h'se  of  Niiloxnne  in  the  Management  ->r  Memo  r  r  h  a  ;  i  >.  .ShoCK  - 
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Serum  Lactate-  l  eve  i  will  tie  measured  phot  ome  t.  r  1  ca  1  1  y  by  t  he 
niniii:  led  'Liftach  anti  We  1  l  ’net  hod  .  The  Volume  of  rile  id  samples 
/Vi  Li  remain  const  ant  an  i  will  tie  included  in  the  total  n  ant  ot 
Si  1  ood  f  o  be  withdrawn.  t-  >rty  percent  (40'  j  ot  tne  rwlcul  i  ted 
hl.iou  volume  (  approximate  1  y  i  S  cc.'k  j  i  will  bo  ttspi  rate  1  by  syrir 
;■  t.'-m  the  femoral  artery  cat.  hot  ..-r  over  a  .in  minute  ;i--r  i-m  with 
i  b  of  the  t.  <  1 1.  a  1  vo  l  time  Si..-  i  rvj  withdrawn  during  the  !  i  rst  b  1  '  'J. 

"i  i  notes  of  c-acti  si  x  mi  nut  e  p-r  i  •  .  Syr  i  :v;*»s  wilt  tie  chanted  and 

St>  juential  arterial,  venous ,  mixed  venous  blood  samples  will 

:k-  taken  during  the  last  in  .-•eenn.is  of  each  six  minute  per  ion  . 
Art  •?  r  the  total  amount  ot  til  ood  is  withdrawn,  tne  dog  will  under 
a  oO  minute  period  ot  stab i 1  i /at  ion  with  four  sampling  periods 
In  minutes  apart  .  The  dog  will  bo  re  infused  at  the  same  ratt¬ 
an:  w  i  1  h  r  tie  same  v-  •  I  nine  ot  bio-on  with,  ir.rwn,  minus  t  he  amount 
r  dan  for  bioou  t.amples  .  At  tne  end  of  re  l  nf  us  ion ,  f  he  dog 
will  iniiio'.j-.  a  me  hour  ;■•*»  i  -  - :  it  stabi  1  izat.ion  and  ob.se rv  o  :  r,  . 
Repeat  blood  samples  wit  1  be  •  jk'-n  every  1  minutes  curing  to, at 
time.  At  the  end  of  tne  hour,  ill  catheters  will  do  remove:, 
cut  down  sites  su  t.  u  r*  : ,  a  no  t  ;  ext  ubated  aft-.-r  acr.  iev  i  n  i  t  f,». 

appropriate  o.-veL  ot  ;onscii  -usness  . 
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ibi  do  -  Hi  no  Animnis  an  :  m  it  •  -  r  i  a  i  s  are  being  a  ssemb  i  . 
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ril'LK:  dem<  Klyruin  i  c  Responses  t  >  Appl  i  cat  ion  and  Remov'd  1  of 

X  i  troy  lyeer i  n  Ointment  in  N>  >  t  ma  1  Subjects 

PRINCIPAL  I NVKST 1 OAToR :  MAJ  Ken noth  Krjmkin,  MC 

PROKKSS IONAL  ASSISTANTS;  CRT  Tec  A.  McMurry  ,  ML 

WORK  UNIT  NO:  82- 17 


TKC HN  LCA1  OBJ  KCT  i_V F 

To  determine  tie  temporal  characteristics  ot  the  action  ot 
topical  ly  appl  ied  nit  roy  l  ycier  i  n  on  pulse  and  blood  pressure 
volunteers.  The  onset  of  action,  time  required  for  maximal 
hemodynamic  response,  and  the  time  for  return  to  baseline 
values  after  the  ointment:  has  been  removed  will  be  measured. 


MKTHOL) 


Sixteen  (161  healthy  male  volunteer  subjects  with  a  normal  blood 
pressure  and  pulse  without  orthostatic  chanyes  during  the  baseline 
phase  of  the  experiment  will  be  used.  An  automated  Critikon  blood 
pressure  cuff  and  an  automatic  dental  chair  in  the  fully  erect 
position  will  be  used.  Initially,  orthostatic  vital  siyns  will 
be  taken.  Patients  will  then  have  pulse  and  blood  pressure  taken 
after  being  supine  for  two  minutes  and  again  after  two  minutes 
of  standing  .  Those  with  a  decrease  in  systolic  blood  pressure 
or  2J,  a  decrease  in  diast.ol  ic  blood  pressure  of  10,  or  a  rise 
in  pulse  of  >20  beats  ./minute  wilt  tie  excused  from  the  study. 
Non-or thost at i c  patients  will  then  sit  erect  in  the  chair  and 
pulse  and  b 1 ood  pressure  will  be  recorded  automatically  by  the 
device  every  two  minutes  for  14  minutes  (baseline).  Two  inches 
(  10  ;rams)  of  nitroglycerin  ointment  will  then  be  applied  to 
a  >  3  e:n2  area  at  the  left  costal  margin  in  the  midcLavicular  line. 
Blood  pressure  and  pulse  will  be  recorded  every  two  minutes  by  the 
machine  and  also  by  a  physician.  Symptomatic  hypotension  will  be 
treated  oy  Trende Lenberg  position  and  other  standard  means.  After 
40  minutes  ot  continuous  monitoring,  one  half  of  the  patients 
l randomly  assigned)  will  have  the  nitroglycerin  paste  completely 
wiped  oft  with  a  clean  terrycloth  towel.  Monitoring  of  these 
patients  will  continue  for  another  60  minutes.  The  control 
subjects  will  have  the  paste  left  on  and  will  be  monitored  tor 
tile  same  period  ot.  time. 

PROGRKSS 


(82  04  -  8J  09)  A  total  of  seven  subjects  has  been  entered 
;n  the  study.  Reproducible  eft.-cts  on  baseline  pulse  and  blood 
pressure  were  not  obtained  with  the  nitroglycerin  doses  specified 
in  the  protocol  .  Further  wort,  with  subjects  either  standing  or 
given  increased  nitroglycerin  doses  also  yielded  poorly  repro¬ 
ducible  results.  further  work  is  planned. 

STATUS:  in) 
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TITLE:  I  fie  Utility  ot  rid  se  Del  icit  is  a  parameter  in  the 

Kvdluat  ion  of  Heiiwr rhay  i  c  Shock 

PRINCIPAL.  INVESTIGATOR:  CPT  Peter  A.  Mamnyas,  MC 

PROFESSIONAL  ASSISTANTS:  COL  Bruce  L  .  Fariss,  NO 

MAS  Steven  C.  Dronen,  MC 
MAJ  Stanley  P.  Liebenbery,  VC 

WORK  UNIT  NO:  H3/58 


TECHNICAL  (  XU  LOT  I  CL 

To  evaluate  the  usefulness  of  the  calculated  Base  deficit  as  a 
parameter  for  the  diagnosis,  management,  and  prognosis  of  hemor¬ 
rhagic  shock. 


METHOD 

Ten  cloys  (within  a  specific  weight  range)  will  be  given  water 
out  no  food  18-24  hr  prior  to  experimentation.  The  dogs  will  be 
anesthetized  30  minutes  prior  to  starting  bleeding  and  maintained 
vith  IV  administration  of  pentobarbital ,  30  mg/kg  of  body  weight, 
restrained  in  the  supine  position,  and  tracheally  intubated  with 
a  cut  f  less  tube  to  maintain  the  airway.  Cannuiatiori  of  the 
external  jugular  vein  with  a  Swan  Ganz  catheter  and  cannul ation 
of  the  common  carotid  artery  with  a  stanard  size  angiocath  will 
tie  done  via  a  neck  cutdown .  Vascular  pressures  will  be  measured 
by  quartz  transducers  and  recorded  on  a  multichannel  oscillograph. 
The  swan  Ganz  catheter  will  allow  constant  monitoring  of  the 
central  venous  pressure  and  intermittent  monitoring  of  the 
pulmonary  capillary  wedge  pressure.  Mixed  venous  blood  gases 
may  be  obtained  via  the  distal  port  of  the  Swan  Ganz  catheter. 

Next,  the  femoral  artery  and  vein  will  be  cannulized  via  a  femoral 
cutdown.  Blood  samples  will  be  withdrawn  from  the  ligated  vessels. 

Baseline  arteria  L ,  venous,  and  mixed  venous  blood  samples  will  be 
drawn  prior  to  hemorrhage  tor  de term i nn t i onn  of  control  pH,  pCOg 
base  deficit,  MVO  , ,  and  scrum  lactate.  Base  deficit  is  calculated, 
simultaneously  using  a  formula  based  on  the  S iggard-Ander sen 
Nomogram .  Serum  1 actate  levels  will  be  measured  photometrically 
by  the  modified  Marbach  and  Weil  method.  The  volume  of  blood 
samples  will  remain  constant  and  will  be  included  in  the  total 
amount  of  blood  to  be  withdrawn.  The  amount  of  blood  t.o  be  with¬ 
drawn  wil 1  be  SOt  of  the  calculated  blood  volume  ( approx l mu t e 1 y 
44  cc/kg  )  .  This  volume  will  be  aspirated  by  syringe  from  t  tie 

femoral  artery  catheter  over  a  It)  min  period  with  1 /S  ot  the 

total  volume  being  withdrawn  during  the  t  irst  S  1/2  min  of  <  ,  n 

6  min  period.  Syringes  will  tie  charged  and  sequential  art.  i  :  \  [  , 
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blood  is  withdrawn,  the  dog  wilL  undergo  immediate  reinfusion  at 
the  same  rate  and  with  the  same  volume  of  blood  withdrawn,  minus 
the  amount  taken  for  blood  gases  and  serum  lactate  levels. 
Sequential  arterial,  venous,  and  mixed  venous  blood  samples  Will 
again  be  taken  during  the  last  SO  see  of  each  h  min  period  for 
determination  of  pH,  pCO^,  base  deficit  ,  MVOg,  and  serum 
lactate  levels.  At  the  end  of  reinfusion,  the  dog  will  undergo 
a  one  hr  period  of  stabilization  and  observation.  Repeat 
blood  samples  will  be  taken  every  IS  min  during  that  time.  At 
the  end  of  the  hour,  all  catheters  will  be  removed,  outdown 
sites  sutured ,  and  the  dog  ex tuba ted  after  achieving  an 
appropriate  level  of  consciousness , 


PROSRKSS 

(8  3  04  -  6  1  09)  Nine  dogs  were  bled  40-'.  of  their  calculated 
intravascular  volume  over  thirty  minutes  ( 3 S  ee/kg  )  .  There  were 
five  sampling  periods  ( H 1  —  H  5  )  at.  six  minute  intervals  correspond¬ 
ing  to  an  8?-  reduction  in  intravascular  volume  during  each  period. 
A  tall  in  PVO2  ana  PCW”,  which  occurred  after  the  initial  with¬ 
drawal  p  r i od ,  preceded  a  significant  change  in  all  other 
parameters.  This  was  followed  by  a  reduction  in  CVP  and  an 
increase  in  serum  lactate  after  H2  .  c°2  fell  after  H3  and 

base  deficit,  increased  after  H4  .  Four  dogs  maintained  mean 
arterial  pressures  jreater  than  70  mm  Hg  after  hemorrhage.  Six 
dogs  had  abnormally  elevated  base  deficits  during  the  control 
period  despite  normal  Lactate  levels.  Two  dogs  had  normal 
lactate  Levels  after  hemorrhage.  There  was  a  poor  correlation 
between  CVP  and  Pf’WP,  and  only  a  fair  correlation  between  base 
deficit,  and  serum  lactate.  We  conclude  that  of  the  parameters 
measured,  Pvop  and  PCWP  are  the  most  sensitive  indicators  of 
intravascular  volume  changes  during  graded  hemorrhage  in  the 
animal,  model.  Wo  recommend  further  investigation  on  the  clinical 
utility  of  these  parameters  in  (he  emergency  Department  management 
of  the  traumatized  patient  at  risk  for  significant  hemorrhage. 

A  manuscript  is  in  preparat  ion. 
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Kttect  ot  Kluosul  DA  on  Missive  Th<  'Oj  >  h  y  1  1  i  no  Intoxication 
in  Rats 


PRINCE  PAL  I NVKST  U1ATOK : 
PRuFFSS IONAL  ASS  I STANTS : 


CRT  Peter  A.  Maningan,  MC 

MAT)  stoven  (.’  .  Uronen,  MC 
MAJ  Stanley  P.  Liebenbery,  VC 
CPT  Karl  K.  Priedl,  MSC 


WORK  UNIT  NO:  R3/71 


TECHNICAL  OBJSCT1VK 


To  evaluate  the  effectiveness  of  partial  exchange  transfusion 
with  FIuosoL  DA  in  reducing  serum  theophylline  concent,  rut.  i  ons  an  1 
mortality  after  massive  intoxication  in  rats. 
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Five  groups  (Id  rats  each )  ot  male  Sprague-Dawl ey  rats  wo  i  jh  i  n  ; 
between  200-250  gms  will  he  kept  in  an  oxygen  chamber  s  ii lea 
with  100%  O2 .  Tnree  of  the  groups  will  receive  part i a  1  exchange 
transfusion  with  Fluosol  DA  alter  intoxication  with  intravenous 
ami nophy 1 1 i ne  and  then  transfused  to  i  final  hematocrit  of  4*, 

7% ,  and  10% ,  respectively.  The  last  two  groups  will  serve  is 
controls  for  both  the  exchange  procedure  and  for  the  theophylline 
intoxication.  One  group  will  undergo  exchange  without  theophyl¬ 
line  infusion  and  the  other  group  will  undergo  theophylline 
infusion  without  exchange.  Kaeh  animal  will  be  anesthetized 
with  '30  .0  mg/ky  IV  sodium  thiopental  .  All  animals  will  have  both 
the  carotid  artery  and  the  tail  vein  cannulated.  Fifty  mi’liyrams 
(250  mg/10  cc  )  am i nophy L 1 i ne  will  be  injected  into  the  tail  vein 
of  each  animal  over  2  minutes,  with  a  15  minute  stabilization 
period  after  injection.  Those  animals  undergoing  exchange  trans¬ 
fusion  will  be  bled  through  the  enrol  id  artery  at  a  rate  ot 
5  ml/kg/min.  Infusion  ot  Fluosol  DA  will  occur  through  the  tai 1 
vein  at  the  same  rate.  Final  hematocrits  of  10*,  7%,  and  4% 
will  be  obtained  after  approximately  15,  20,  and  2  5  times  the 
number  of:  repetitions,  respect  ively.  Kaeh  nt  the  Muosol  DA 
treated  groups  will  also  undergo  supplement  a  1  in!  .  .on  eyual  to 
1.5  ml/  100  jm  body  weight  at  one  hour  post  -t  runsf  us  ton  .  (flood 
sample's  will  be  withdrawn  from  all  groups  every  s  minutes  lor 
measurement  of  hematocrit  ,  t  luorocr  it  ,  (  i  n  t.  ne  t  ranst  used  jrouj- ) 

and  serum  theophylline.  Serum  t  heopny l l i ne  wil  1  be  measured  by 
HPU:  .  After  transfusion,  or  the  equivalent  t  i me  perioo  tor  the 
control  group,  catheters  wi  1  1  tie  removed.  the  t  ranst  used  groups 
will  remain  in  100%  Oj  *')r  the  first  2  4  hours.  Thereafter,  t  hey 
will  be  placed  in  70%  Og  ,  30%.  N2  unt  il  the  hematocrit  returns 
to  at  least  20%,  whereupon  1 hc\  wil 1  be  returned  to  room  air. 

A1  1  a  imals  wil  1  he  returned  to  rout  i ne  pre-exper i ment  a  1  care  . 
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^  ^  ^  ^  ^  J  i* 4  )  SJ  t  •  *  pa  r  1 t  !  ■  >n  it  sj  if  i  ■  i  i  I  •>  ;  u  1 1  uTtf  n  t  n 

tms  study  has  been  complet.-d:  tnrf  x/j.-n  tanks  n 
constructed  in  which  rats  can  tie  weaned  to  room  air 
infusion  and  double  lumen  catheters  have  t>uen  prepa 
line  standards  lave  been  run  on  t  n,..  dtd.o,  and  this 
analysis  will  ve  suitable.  Theo;  ,n  ■  \  \  i  tu.  doses  have 
on  several  rats.  The  experiment  has  not  proceeded 
because  the  investigator' lias  been  unable  to  obtain 
infusion/withdrawal  puinp  from  manu  f  ac  t  ure  t  s  or  1  oca 
the  purcahse  of  this  item  was  omitted  from  the  caoi 
Fund  listing.  1 
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WORK  UNIT  NO:  8  3/78 


TLCHNILAL  OBJKCT1VL 


To  evaluate  the  usefulness  of  transcutaneous  PO^  and  PLOy 
monitoring  for  the  early  diagnosis  and  management  of  henorrh.i 
and  impending  shock. 

MKT  Hi  >0 

Right  to  ten  doys  will  he  j  i  ven  wat  or  hut  no  f  <  id,  1 8-24  hr 
pr  ior  to  experimental  ion  .  The  dogs  will  t)e  anest  Let  l  /.>•!  30 
minutes  prior  to  starting  bleeding  and  mn  i  n  t:  a  i  non  with  IV  admi  n- 
istration  ot  pentobarb  i  ta  1  ,  10  mg/kg  ot  body  weight,  placed  in 

the  left  Lateral  decubit  ius  position,  and  t  radically  i  ntubat.ed 
with  a  cuffed  tube  to  maintain  the  airway.  ('annul  at  ion  of  the 
external  jugular  vein  with  a  Swan  Gan/,  cat  he  ter  and  catinul  at.  ion 
of  the  left  femoral  artery  with  PK20r>  will  oe  done.  Vascular 
pressures  will  be  measured  by  quart. z  transducers  and  recorded 
on  a  multichannel  oscillograph.  The  Swan  Gan 7.  catheter  will 
allow  constant  monitoring  of  the  central  venous  pressure  and 
intermittent  monitoring  of  the  pulmonary  capillary  wedge 
pressure.  Mixed  venous  blood  gases  will  be  obtained  via  the 
distal  port  of  the  Swan  Gan/  catheter. 

Baseline  arterial,  venous,  and  mixed  venous  blood  srnaples  will 
be  drawn  prior  to  hemorrhage  for  determination  ot  control  pH, 
pCC>2 ,  base  deficit,  MVOy,  Hyb,  and  serum  lactate.  Cardiac 
output  wilL  be  determined  by  standard  t.hermod  i  lut  ion  technique. 
Simultaneous  recording  of  Pf c<>2  and  P(cLO;  wil  1  lie  done  at  each 
sampling  period.  Base  deficit  will  be  calculated  simul t  aneousl y 
usinj  a  formula  based  on  the  Niggard  Andersen  Nomogram  .  Serum 
lactate  levels  will  be  measured  photometrically  by  the  modified 
Marbach  and  WeiL  method.  The  volume  ot  blood  samples  will  remain 
constant  and  will  be  included  in  the  total  amount  of  blood  with¬ 
drawn.  The  amount  of  blood  to  be  withdrawn  will  be  40J  G  the 
calculated  Blood  volume  (approximately  IS  oc/h  j  )  .  This  volume5 
will  be  aspirated  by  syrinje  from  the  femoral  artery  cat  he ter 
over  a  30  min  period  with  1/S  of  the  total  vo 1 umo  Being  withdrawn 
during  the  first  S  1/2  min  of  >  ■  a  e  h  h  min  period.  Syr i n  jos  will 
be  changed  and  sequent  tal  arterial  ,  venous,  and  mixed  venous  blood 
samples  will  tie  taken  during  t  h>‘  last  10  see  d  each  six  min 
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period.  After  the  total  amount  ot  blood  is  withdrawn,  the  doy 
will  undergo  a  30  min  period  of  stabilization  with  two  sampling 
periods  1:3  minutes  apart.  After  the  stabilization  period,  the 
dog  will  be  reintused  at  the  same  rite  and  with  the  same  volume 
of  blood  withdrawn,  minus  the  amount  taken  for  blood  yases  and 
serum  lactate  levels.  Sampling  and  recording  will  again  be  done 
during  the  last  30  sec  of  each  6  min  period.  At  the  end  of 
reinfusion,  the  dog  will  undergo  a  one  hr  period  of  stabilization 
and  observation.  Repeat  blood  samples  will  be  taken  every  13  min 
during  that  time.  At  the  end  of  the  hour,  all  catheters  will  be 
removed,  cutdown  sites  sutured,  and  the  dog  ext.ubated  after 
achieving  an  appropriate  level  of  consciousness . 


PROGRESS 


(83  09  -  83  09)  Animals  and  materials  are  being  assembled. 
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WORK  U  N  T  T  No:  Hi/ 7  4 


TKCHN1CAL  OBJKCTI VK 


rlo  evaluate  the  clinical  usefulness  of  transcutaneous  oxygen 
mon  i  tor  in  g  for  the  earLy  recognition  and  management  of:  hemorrhage 
and  impending  shock  in  emergency  department  patients. 


Mr  THUD 


Acute  l  y  trauma!  i  zed  pari  enta  triages  to  r.  h<  •  major  resusc  i  t  a*  inn 
area  based  on  a  nigh  potential  tor  m  i  jor  njury  will  be  ut  i  ! 
Patients  with  a  prior  history  ot  card iovasou i ar  or  respiratory 
disease  will  be  excluded  from  the  st  udy  .  Kach  patient,  will  b»- 
evaluated  and  resuscitated  appropr  ia to  i  y  per  ATLS  guidelines. 

A  Ptc()2  electrode  wi  L  1  be  placed  on  the  right  Celt  >id  after  all 
standard  prehospital  resusc i tat  ive  measures  are  compl eted  .  hach 
patient  will  undergo  insertion  >d  a  CVP  Line  for  intermittent 
monitoring  of  central  venous  pressure .  Fifteen  minutes  after 
electrode  placement,  an  arterial  blood  gas  will  be  obtained  lor 
measurement  of  pa(>2  ,  pH,  case  deficit,  ana  serum  lactate.  of)2 
will  be  continuously  monitored.  Miood  pressure  will  be  monitored 
each  minute  with  a  self-intl.it  i  tig  cuff  .  CVP,  pulse,  and  respira¬ 
tions  will  be  recorded  at  each  sampling  period  or  as  the  patient's 
condition  dictates.  Additional  sampling  periods  will  occur  at  1  r> 
minute  intervals  until  transfer  ol  the  patient  from  the  Fmet  jency 
Department.  F’ach  patient  will  tie  tol  lowed  tor  rocogn  i  t  ion  of 
final  out  come  . 

Serum  lactate  levels  will  be  measured  ph  d.omet  r  i  ca  1  l  y  by  the 
modi  tied  Weil  and  Mar  bach  method.  Base  dot  toit  will  tie  calculated 
using  a  formula  based  on  the  niggard  Andersen  Nomogram. 

A  minimum  ot:  20  patients  will  :>e  studied  .  va  1  ues  will 

tie  compared  by  student's  t  test  to  standard  card  i  ore  sp  i  r  a  tor  y 
and  biochemical  parameters  for  the  rvaluat ion  of  hemorrhagic  shock. 

PROCkKSS 

I  H  1  t)h  -  H  i  0  4)  No  work  has  tiei * n  done  t  >  this  life. 


(o; 


S  r ATI  IS  : 


L’lTLK  : 


A  Syst  em  for  [  de  nt  i  f  y  i  n- j  Depression:  Impact  •;  m<l  Costs 

FRINCIPA!  I  NVKS  IM  C,A  P  >R  :  ('Op  Horry  W.  Wolcott,  MC 

PROFKSS  lONAi.  ASS  I  S  PAN  1'S  :  curt  W  .  Wo  ad ,  M  .  D  .  ,  I'niv  Washington 

Si  rtf,  Department  ol  Kmc  rgeu  cy  Medicine 

WORK  C  \  1  !'  M  ) :  H  i  .  07 

n-X'HNK'Al.  OhJKt."  I  V K S 

l'o  .id  ipt  t  (  r .  •  ■  Mill  jan  sett  i  n  |  a  prev  i  ously  sieve  loped  triage 

r.  ■  - 1  wu  i.;h  wi  l  l  use  only  a  few  quest,  ions  to  help  prov  iders 

Seteet  potent  i  a  1  cases  o|  depression;  to  implement:  tic  rule  as 
part  if  a  computer  i  zed  t  r  i  i<jo  /screen  i  nj  syst  em  for  all  walk-in 
pat  i  e  u  t  s  at  Mud  i  g  .1  n  ;  and  to  assess  i  he  impact  of  tin.'  rule  on: 

(  1  t  pr  cess  o|  cart..1  • ;  i  von  by  providers;  (2)  pat  i  ent  outcomes, 
incl.Mirij  Health  status,  sat  iste-t  ion  with  cure,  and  subsequent 
•if  i  l  i  *  it  ion;  (  3  )  utilization  >!  hea  1  *  h  care  services  by  family 
’  ic*  s'! :  •  r  t  and  (4)  costs  of  ca>  ..  . 

MK'ITUM> 

1  h  i  :  study  oil  1  be  c.one  in  conjunct  ion  with  the  University  of 

Wash  in jt  •  *  n  .  A  t  r i age  tool  usinj  only  u  tew  question  to  help 

providers  detect  potential  oases  of  -depression  for  further  treat¬ 
ment  has  been  developed  at  the  university  'at  Washington.  Due  to 
t  he  prel imiary  nut  uo  of  the  study,  this  tool  has  not  been  examined 
for  genera  l  i /at;  i  1  i  ty  ,  pert  -  >  finance  ,  impacts,  or  costs  of  its  use. 
The  too  L  will  be  tested  .at  Mad  i  g  an ,  with  minor  modifications,  in 
*  ne  Acute  Minor  il  1  ness  clinic,  ut  i  1  i  z  i  rag  patients  that  ujree  to 
part  i  c  i ,  de  and  si  pa  a  volunteer  ug  foment  .  In  the  second  phase , 
after  rev  iso  iiim  based  on  computer  i  /.o  1  analysis  ot  the  frist 
pn  !■'•<■,  'he  lopressi  >n  tool  will  be  i  mp  1  erne  n  t  ed  at  MAMC  us  part 
>t  a  '  oinpu  t  •  o'  i  /ed  trie  ;•■  system  used  for  all  walk-in  patients. 

In  trie  t  nird  phase ,  a  randomized  study  in  which  half  of  the 
lieu.  '■  t  h  ear--  pr-cider  ;  will  be  told  the  pat  i  ent  1  s  probability  ot 
depression  and  holt  wi 1 1  not  wil l  be  implemented  to  allow  a 
deform  i  n.it  ion  ot  the  impact  of  the  tool  on  providers  (do  they 
prescribe  more  psyehot rop i c  drugs  or  make  more  referrals  to 
be  h  :a  v  •  .•  r  a  1 ,  "  ill  services);  pat  rent  outcomes  (uti  I  i  /.at  inn  ,  days 
lost  t.  r<  am  work,  depression,  he  a  1  t  h  status,  satisfaction  with 
can  );  f  uni  I  ..  nirn.*  ut  i  1  i/ation  (does  improved  recognition  of 
depress  i-  >n  in  an  •  ■  pat  i  ent  change  the  health  care  util  i/ation  ot 
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MAJ  Rebecca  SuLlivan,  MC 
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WORK  UNIT  NO:  H 1 / 7  J 


TECHNICAL  O  B  J  E  C  T I V E 


To  determine  it  a  correlation  exists  between  serum  diamine 
oxidase  levels  and  disease  activity  in  pregnant  asthmatic  women. 


METHOD 

Approximately  2b  new  obstetric  patients  who  nave  had  an  asthma 
attack  within  the  previous  three  years  and  a  control  group  of  \  i 
newly  pregnant  non-asthmatic  women  will  have  a  detailed  history 
taken.  In  particular,  any  history  of  allergy,  hay  fever ,  or 
smoking  wilL  De  noted,  and  in  asthmatics  the  frequency  and  sever¬ 
ity  of  attacks  and  their  treatment.  In  addition  to  the  routine 
initial  laboratory  tests,  the  patients  will  have  determinations 
of  their  diamine  oxidase  levels  and  spirometry  measurements  of 
F VC  AND  LEV.  At  every  clinic  visit,  the  asthmatic  patients  wili 
be  examined  for  wheezing  and  questioned  in  particular  about,  their 
respiratory  symptoms  and  medications.  Every  tour  weeks  and  at 
six  weeks  postpartum  both  the  control  and  asthmatic  patients  will 
have  spirometry  and  diamine  oxidase  determinations.  The  asthmati 
patients'  clinical  conditions  during  pregnancy  will  be  classified 
as  worse,  unchanged,  or  improved  by  evaluating  the  change  in 
respiratory  symptoms,  severity  ot.  wheezing  on  physical  exam, 
medication  changes  required,  and  spirometry.  A  chi-square  ana lys 
will  be  done  to  determine  if  any  correlation  exists  between  the 
diamine  oxidase  levels  and  the  asthmatic  patients'  clinical  com)  t 


PROGRESS 


(  H  2  It)  -  83  DM)  Five  additional  asthmatic  patients  were  e  n  r ;  -  i  i  ci 
in  F  Y  8  3.  Data  colic t  i  on  is  now  comp  L  e  t  e  .  Initial  o  vain  o  i  in 
of  the  data  did  not  i  tent  ify  a  st  at  istical  dit  let  once  bet  ween 
diamine  oxidase  levels  in  controls  and  asthmat  ie  ;  it  lent  s .  How¬ 
ever,  there  may  be  a  ditlerenre  between  asthmat  i  es  who  eiu-tai  1  y 
did  well  and  those  who  did  poorly  during  pregnancy.  further 
testing  is  planned  using  frozen  serum  to  dot  etm  l  tie  i  i  am  l  ne  -xida; 
levels  in  pregnant  and  nonpiognunt  asthmat  ie  pat  tents. 
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WORK  ! T  N  I  I  No;  it  j  -  s  ~i 


TECHNICAI  UHJ_KC  l~  I  V K 

To  test  tiie  ny  pomes  i  s  that  the  use  of  Nystatin  cream  and 
It  Hydrocortisone  cream  significantly  increases  trie  rate  of 
healing  of  simple  diaper  rashes  when  compared  to  Nystatin  cream 
alone,  It  Hydrocortisone  cream  alone,  or  a  placebo. 


METHOD 


Approximately  200  untreated  infants  of  both  sexes  t  rom  one  to  24 
n:  "iths  o!  aye  will  be  evaluated  as  to  the  presence  of  a  typical 
irritant  type  diaper  dermatitis  or  candidiasis.  Infants  with 
seborrheic,  atopic,  impetiginous,  or  bacterial  type  lesions  will 
be  excluded  from  the  study.  All  infants  will  tie  graded  initially 
as  to  the  type  of  rash  isolated,  the  amount  of  erythema,  and  the 
location  of  rash.  The  rash  will  be  cultured  by  gently  scrubbing 
the  margins  of  the  rash  with  a  swab  moistened  in  transport  media. 
The  swab  will  be  plated  on  Sabouraua  agar  for  yeast  and  fungal 
growth  and  on  McConkeys’  and  blood  agar  for  gram  negative  and 
gram  [-sitive  growth  respectively.  A  questionnaire  will  then  be 
completed.  Mothers  will  then  be  issued  in  a  blind,  randomized 
fashion:  water-based  cream;  Nystatin  cream;  1+  Hydrocortisone 
cream,  or  Nystatin  cream  with  1%  Hydrocortisone  cream.  Mothers 
will  be  instructed  to  apply  the  cream  evenly  to  the  attected 
area  tour  times  daily  No  other  medications  will  be  permitted 
during  the  study  per  >..  .  A  reassessment  will  be  made  as  to  the 
effect  of  treatment  id  to  14  days  later  and  the  lesions  or  site 
of  the  lesions  recultured.  An  instruction  sheet  concerning 
general  skin  care  and  diapering  techniques  will  be  explained  and 
the  parents  will  be  given  a  follow-up  appointment  in  1  to  10 
days.  At  the  conclusion  of  the  study,  the  patient  code  will  be 
broken  and  statistical  analysis  performed  using  the  Mann-Wh  i  t.  ney 
test  for  non -pa rame t r  i  c  data. 


PROGRESS 

(HI  IP)  -  HI  04)  The  coding  of  the  medical  ion  and  placebo  has 
begun .  No  patients  entered. 


(Ml 


1 1  I ) 


STATUS 


TITLE:  Kxerase  Prescript  1  on  ami  bier  ary  Rest  r  i  ct.  i  -  >n  t  or  t 

Reduction  ot  Weight  and  C  anlinv  iscj  L  a  r  Risk  Factor:. 

PRINCIPAL  I NVEST IGATOR :  CPT  Caspar  Giorgi,  MC 

PROFESSIONAL  ASSISTANT:  MA.J  Diana  M  .  Bar-t  oot.  ,  SP 

WORK  UNIT  NO:  82/61 


TECHNICAL  oM.JFC  l  I  VI 


To  establish  through  the  aeg  i  s  of  the  Family  Practice  ■ '  1  1  n i  c  a 
program  of  exercise  therapy  coup  Led  witn  P  ii'  dry  restriction  f  o 
the  reducti  on  of  weight  and  other  cardiovascular  r i s <  f  actors . 

MI THOH 

Thirty  (  30)  obese  patients  wi  1  1  be  enrol  ied.  obesity  will  '  • 
defined  according  to  the  Metropolitan  Lit  1  nser  ino;  Tables  . 
Patients  2u-bl)  years  ot  aye  are  eligible;  patient?  •  15  will  :>.• 
screened  by  t  readm  i  1  I  to  determine  tjnctin.il  capacity  ana  t  n  •  • 
presence  of  latent  card  iovascu  L  ir  disease;  patients  with  est.ab- 
Lishea  cardiovascular  disease  after  a  myocardial  infarction  >r 
coronary  bypass  will  not  be  allowed  into  the  program;  screening 
history  and  phy  •  )  ;a  1  and  1  abs  pertinent  for  car  .1  iovascular  r  i  so 
factors  will  be  'obtained  before  and  after  the  program ;  routine 
chest  x-ray  and  spirometry  will  be  obtained  in  patients  witn  a 
history  ot  pulmonary  disease .  Laboratory  screen  will  include 
CBC ,  SMA-20 ,  HIM, -cholesterol  ,  triglycerides,  and  urinalysis. 
This  will  be  an  individual,  -  ' " 1  ,v"  than  a  g  roup. ,  exercise  progr 
and  will  consist  ot  swimming  or  running  .  Patients  will  be 
admitted  into  the  program  bi-monthly .  Exercise  prescript  ions 
utilizing  a  training  heart  rate  /.one  for  2  0  nuruit.es,  .1  times  a 
week ,  coupled  with  diet  therapy  appropriate  t  or  a  •  and  weight 
will  be  given  at  that  time.  Follow-up.  will  be  at  1  ween  a  no  2 
weeks,  and  then  monthly  .  Weight,  o-n;/  ianc-,  and  v.iri  as  card  i 
vascular  perform  *  nee  and  risk  factors  will  be  checked  at  esc;, 
toll  ow— up  with  further  dietary  a  no  risk  factor  eensri  i  in;  a  * 
t  hat  time.  bat  a  from  the  pro  jram  inn  1  y  z  i  ng  its  success  wi  1  :  • 

t a ke n  in  12  mon t h s  . 

PRj  )1  •  R  F  s  S 

(  ■<  2  H9  -  HI  Oh)  over  a  period.  ;  t  -1-6  cn!  hr,  1?  part  i  i;  i 

an  average  ot  t>  .  a  *  of  their  in.t  iai  wo  i  g  h  t.  .  A  l  I  ;  it!  • 

we i  jht  except  tor  one .  Comp  1  i cnee  war  i  large  ‘  i  '  •  • 
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Exercise  Prescription  and  Dietary  Restriction  for  the  Reduction 
of  Weight  and  Cardiovascular  Risk  Factors  -  Giorgi 


PRESENTATION: 


STATUS:  (C) 


Giorgi,  G,  Barefoot,  D,  and  DeWinne,  C:  Exercise 
Prescription  and  Dietary  Restriction  for  the 
Reduction  of  Weight  and  Cardiovascular  Risk  Factors. 
Presented  to  10th  Anniversary  Family 
Practice  Alumni  Conference,  28  Jan  83,  MAMC . 
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TITLE:  Metronidazole  Therapy  for  Nonspecific  Vaginitis:  3  vs  7  Days 


PRINCIPAL  INVESTIGATOR:  CPT  Mark  B.  Mengel,  MC 

PROFESSIONAL  ASSISTANTS:  MAJ  Shannon  Harrison,  MC 

MAJ  James  Higbee,  MSC 
CPT  William  Watson,  MC 

WORK  UNIT  NO:  82/66 


TECHNICAL  OBEJCTIVES 

To  determine  the  effectiveness  of  3  days  of  metronidazole  therapy 
(500  mg  po  bid)  vs  7  days  (500  mg  po  bid)  in  the  treatment  of 
nonspecific  vaginitis  (NSV)  and  to  determine  if  treatment  of  the 
male  sexual  partner  of  a  woman  with  NSV  reduces  the  rate  of 
recurrence  of  that  disease  in  previously  cured  women. 


METHOD 

Women  18-50  years  of  aye  who  complain  of  abnormal  vaginal  discharge 
or  vulvar  itching,  are  non-pregnant ,  non-menopausal ,  have  not 
used  oral  antibiotics  or  vaginal  medications  in  the  previous 
month,  do  not  have  clinical  evidence  of  a  mucopurulent  cervical 
discharge  or  genital  herpes,  but  do  have  negative  wet-mounts  for 
n'vi<thomo  nan  :  'an'"  net1  '  a  and  negavive  KOH  prep  for  '’ii?  da  a1  h  *  c.a  nr 
will  be  admitted  to  the  study  if  their  vaginal  discharge  fulfills 
two  of  the  following  four  criteria:  grey,  homogenous  discharge 
that  adhers  to  the  vaginal  wall;  pH  >4.5;  positive  "clue  cells" 
on  wet  mount  or  gram  stain;  or  release  of  a  "fishy"  amine  odor  on 
addition  of  10%  KOH.  Cultures  will  be  taken  from  the  vaginal  vault 
for  * .  nal  f  T  ■  ’>7  <7 no. 7  •»  p  n .  o  1  *>•»  rto  np  7*7/  V.  oonnvnb  no  . 

Women  with  positive  cultures  for  the  latter  3  organisms  or  negative 
cultures  for  7.  r»xo- no 1  *  p  will  be  excluded  from  the  study  at  the 
first  follow-up  visit.  Epidemiologic  data  will  include  age,  race, 
number  of  sex  partners,  marital  status,  contraceptive  use,  number 
of  pregnancies,  and  rank.  All  women  will  then  be  given  a  3-day 
supply  of  metronidazole  and  a  3  day  supply  of  placebo  or  metron¬ 
idazole  for  their  sexual  partner.  Women  will  be  asked  to  abstain 
from  sexual  intercourse  during  the  1-week  treatment  period. 

Thirty  asymptomatic  women  will  be  used  as  controls  and  asked 
to  have  a  clinical  assessment  done,  cultures  taken,  and  to  provide 
epidemiologic  data. 

The  first  follow-up  visit  will  be  conducted  at  3  days.  A 
clinical  assessment  and  cultures  will  again  be  taken.  Patients 
will  then  be  randomized  to  receive  4  additional  days  of  metron- 
dazole  or  4  days  of  placebo.  Sexual  partners  of  the  7-day 
treatment  group  .’ill  be  randomized  to  receive  4  days  of  placebo 
or  4  days  of  metronidazole.  Because  of  the  randomization  process 
the  sexual  partners  of  the  7-day  treatment  group  will  be  divided 
into  those  that  receive  placebo,  those  that  receive  a  3-4  day 
course,  and  those  that  receive  a  7-day  course. 
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Metronidazole  Therapy  for  Nonspecific  Vaginitis: 
Mengel 


3  vs  7  Days  - 


A  follow-up  visit  at  one  week  after  the  start  of  therapy 
will  be  conducted  to  judge  cure.  A  full  clinical  assessment  and 
cultures  will  be  taken.  Cure  will  be  judged  by  culture  results 
and  lack  of  symptoms.  Cultures  will  not  be  taken  from  the  male 
sexual  partner  as  evidence  of  eradication  of  the  organism  from 
the  male  can  be  judged  by  the  rate  of  re<.  arrence  in  the  female. 
Follow-up  visits  will  occur  at  3  and  6  weeks  post  start  of 
therapy.  A  full  clinical  assessment  and  cultures  will  be  taken 
at  these  visits  as  well.  Recurrences  will  be  treated  with  a 
7-day  course  of  metronidazole  for  both  patient  and  partner. 

Appropriate  statistical  techniques  will  then  be  used  to 
analyze  the  data.  A  minimum  of  60  women  in  each  treatment  group 
will  be  used  in  order  to  assure  statistical  signi f icance  . 


PROGRESS 


(82  10  -  83  09)  No  patients  were  entered  in  the  protocol. 


STATUS:  (T) 
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TITLE:  Post-Partum  Weight  Loss  in  Lactatiny  and  Non-Lactat iny 

Females 

PRINCIPAL  INVESTIGATOR:  CPT  Richard  Turner,  MC 

PROFESSIONAL  ASSISTANTS:  MAJ  Philip  Marinelli,  MC 

CPT  Cathy  Canny,  AMSC 
CPT  Kevin  Kiley,  MC 
Catherine  Yokan,  M.D.,  DAC 

WORK  UNIT  NO:  82/44 

TECHNICAL  OBJECTIVE 

To  examine  the  short  term  post-partum  weight  reduction  in  lactating 
and  non-lactat ing  females,  specifically  to  see  if  the  caloric 
expenditure  of  the  mother  for  the  infant  is  clinically  effective 
in  allowing  lactatiny  women  to  return  to  pre-pregnancy  weight 
sooner,  in  greater  numbers,  or  with  less  dietary  restriction  than 
non-lactating  women. 


METHOD 

The  weights  of  patients  will  be  taken  after  a  positive  urine  HCG , 
at  time  of  admission  for  delivery,  at  discharge  from  hospital,  and 
at  2  weeks,  six  weeks,  2  months,  and  6  months.  A  questionnaire 
to  obtain  demographic  data  and  determine  the  reasons  for  breast 
versus  bottle  feeding  will  be  filled  out  on  the  post-partum 
ward.  An  ideal  body  weight  will  be  estimated  and  compared  with 
height  and  weight  curves  to  check  its  validity.  A  dietary  and 
activity  questionnaire  will  be  filled  out  at  six  months  to  obtain 
an  estimate  of  caloric  intake  and  activity  levels,  and  the  mother 
will  be  asked  if  she  is  still  breast  feeding  and  if  she  has 
stopped  the  reason  why.  The  data  will  be  analyzed  to  determine 
if  a  statistically  significant  difference  in  post-partum  weight 
loss  exists  between  breast  and  bottle  feeders  and  to  determine  if 
any  other  correlations  exist  between  post-partum  weight  loss  and 
the  maternal  age,  education,  and  socio-economic  status.  The  normal 
expected  rate  of  weight  loss  following  parturition  will  be  documented. 

PROGRESS 

(82  09  -  83  09)  Two  hundred  and  seven  women  completed  this  study, 
which  shows  that  breast  feeding  is  markedly  more  popular  in  women 
with  more  education,  higher  incomes,  and  whose  friends  and  relatives 
breast  feed,  with  the  expected  benefit  for  the  infant  being  the  most 
powerful  motivation.  Maternal  employment  had  only  a  mild  effect  on 
the  decision  to  breast  feed.  Black  mothers  generally  preferred  to 
bottle  feed  for  reasons  not  clearly  delineated.  Lactation  appeared 
to  cause  no  increase  in  postpartum  weight  loss  at  2  or  6  weeks, 
with  the  caloric  loss  to  the  infant  equalized  by  increased  intake. 

PRESENTATION:  Turner,  RB ,  Kiley,  K,  and  Marinelli,  P:  Factors 

Influencing  the  Decision  to  Breast  or  Bottle  Feed 
and  the  Effect  of  Lactation  on  Postpartum  Weight 
Loss.  Presented  to  10th  Anniversary  Family  Practice 
Alumni  Conference,  28  Jan  83,  MAMC  . 


STATUS :  ( C ) 
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TITLE:  Cis-Plat 

Squamou  s 

PRINCIPAL  INVEST 

PROFESSIONAL  ASS 


inum,  5-FU  Chemothera 
Cell  Carcinoma  (Stay 

IGATOR:  MAJ  Thomas 


ISTANTS: 


COL  Donald 
COL  Frederi 
LTC  Dennis 


py  ol  Advanced  Head  and  Neck 
e  III  and  Stage  IV) 

M.  Baker,  MC 

Kul 1 ,  MC 

ch  H .  Stutz ,  MC 

M ,  Lanier ,  MC 


WORK  UNIT  NO:  81/106 


TECHNICAL  OBJECTIVES 


To  determine  response  rates  of  patients  with  previously  untreated 
Stage  III  and  IV  squamous  cell  CA  of  head  and  neck  as  well  as 
response  rates  of  similar  patients  who  have  had  prior  treatment 
and  have  local  or  systemic  recurrence;  to  determine  survival  of 
previously  untreated  patients  receiving  preoperative  or  preradio¬ 
therapy  chemotherapy  and  compare  this  survival  to  that  of  pre¬ 
viously  treated  similar  patients  at  MAMC  or  from  the  literature; 
to  determine  type  and  severity  of  adverse  effects  of  the 
chemotherapy . 


METHOD 


Patients  who  meet  the 
receive  cis-platinum, 
diuresis,  followed  by 
consecutive  days.  A 
After  2  courses,  pati 
should  then  be  re-eva 
further  therapy.  In 
disease,  treatment  is 
tumor  is  controlled  a 
reasonably  well. 


criteria  as  listed  in  the 
80  mg/M2 ,  given  with  hydr 
5-FU,  1000  mg/M2  by  IV  in 
second  course  is  repeated 
ents  that  have  not  had  pri 
luated  by  radiotherapy  and 
patients  who  have  recurren 
given  every  3-4  weeks  for 
nd  the  patient  tolerates  t 


protocol  will 
ation  and  manitol 
fusion,  for  4 
in  3  weeks  . 
or  treatment 
surgery  for 
t  or  metastatic 
as  long  as  the 
he  side  effects 


PROGRESS 

(82  09  -  83  09)  Seventeen  (17)  patients  (4  with  no  prior  treatment 
and  13  with  extensive  prior  surgery  and/or  RT  and/or  chemotherapy) 
were  treated  with  Cis-Platinum  (100  mg/M2)  followed  by  a  96  hour 
infusion  of  5-FU  (1000  mg/M2/d).  Two  of  four  patients  with  no 
prior  treatment  responded  and  3  of  7  evaluable  patients  who  had 
extensive  prior  treatment  responded.  When  results  of  this  study 
were  compared  to  other  studies  using  similar  chemotherapy  regimens, 
the  conclusions  were:  very  high  response  rates  can  be  obtained 
in  patients  with  no  previous  treatment;  patients  who  achieve  com¬ 
plete  response  to  induction  chemotherapy  have  prolonged  survival 
over  those  who  have  less  than  a  complete  response;  response  rates 
in  patients  with  recurrent  and/or  metastatic  head  and  neck  cancer 
were  comparative  to  single  agent  chemotherapy  rates;  survival 
benefit  using  chemotherapy  as  either  induction  therapy  or  as 
salvage  therapy  remains  to  be  proven.  A  paper  has  been  submitted 
for  presentation  at  the  4th  Annual  Current  Concepts  in  Hematology/ 
Medical  Oncology  Meeting  to  be  held  in  February  1984. 


STATUS : 


(O) 
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TITLE:  Prophylactic  Alternate  Day  Corticosteroid  Therapy 

Following  Irradiation  tor  Lung  Carcinoma 

PRINCIPAL  INVESTIGATOR:  COL  J.  Waylon  Black,  MC 

PROFESSIONAL  ASSISTANTS:  COL  Donald  Kull,  MC 

LTC  Jerome  F.  Beekman,  MC 

WORK  UNIT  NO:  81/91 


TECHNICAL  OBJECTIVE 

To  evaluate  the  effectiveness  of  alternate  day  corticosteroids  in 
preventing  radiation  pneumonitis  and  pulmonary  fibrosis  with  their 
associated  loss  in  lung  function  due  to  chest  irradiation  for  lung 
carcinoma  . 


METHOD 

Patients  receiving  chemotherapy  will  be  excluded  from  the  study. 
Forty  to  fifty  patients  selected  for  irradiation  therapy  will  be 
assigned  in  a  double  blind  random  fashion  by  the  pharmacy  to 
receive  either  60  mg  of  prednisone  qod  or  a  placebo  qod  for  one 
year.  The  placebo  will  contain  all  except  the  active  ingredient 
of  the  prednisone  tablet.  PFT's,  CXR,  and  clinical  exam  will  be 
performed  prior  to  treatment  at  3,  6,  and  12  months.  This  eval¬ 
uation  will  add  only  an  additional  PFT  to  what  is  now  routine 
followup.  The  data  will  be  analyzed  using  the  objective  and 
subjective  evaluation  of  patients  after  the  placebo  code  is 
broken  . 


PROGRESS 


(82  09  -  83  09)  This  protocol  was  terminated  due  to  a  lack 
of  time  after  the  principal  investigator  was  assiyned  to  another 
position  at  MAMC .  No  patients  were  entered  on  the  study. 


STATUS:  (T) 


TITLE:  Vinblastine  -  Continuous  5-Day  Infusion  in  Refractory 

Advanced  Solid  Tumors 

PRINCIPAL  INVESTIGATOR:  MAJ  Alfred  H.  Chan,  MC 

PROFESSIONAL  ASSISTANTS:  COL  Friedrich  H.  Stutz,  MC 

LTC  James  E.  Congdon,  MC 
LTC  Irwin  B.  Dabe ,  MC 
MAJ  Thomas  M.  Baker,  MC 
MAJ  Lauren  K.  Colman,  MC 
MAJ  Howard  Davidson,  MC 

WORK  UNIT  NO:  82/10 

TECHNICAL  OBJECTIVE 

To  determine  the  response  rate  and  remission  duration  using  Velban 
as  a  continuous  IV  infusion  in  patients  with  advanced  solid  tumors 
refractory  to  all  effective  forms  of  conventional  treatment;  and 
to  define  further  the  qualitative  and  quantitative  toxicity  of 
the  continuous  infusion  of  Velban. 


METHOD 

Since  the  response  rate  of  these  tumors  at  this  stage  to  any 
particular  agent  or  combination  of  agents  has  been  dismal  in  the 
past,  it  would  be  meaningful,  if  a  response  rate  of  >15%  can  be 
established,  to  add  this  method  to  the  existing  regimens  for  the 
treatment  of  refractory  solid  tumors  such  as  breast  cancer,  non- 
seminomatous  testicular  germ-cell  cancer,  small  cell  undiffer¬ 
entiated  cancer  of  the  lung,  renal  cell  cancer,  ovarian  cancer, 
and  lymphomas.  This  will  be  a  single-armed  study.  The  results 
will  be  compared  with  historical  data  whenever  available.  All 
patients  registered  on  vhis  study  will  be  considered  evaluable 
and  be  analyzed.  Patients  will  be  stratified  according  to  tumor 
cell  types.  In  the  case  of  breast  cancer,  further  substratifica¬ 
tion  into  ER+/-  and  pre-  vs  post-menopausal  status  will  be  carried 
out.  Vinblastine  will  be  given  as  a  continuous  infusion  over 
five  days  every  three  weeks,  provided  there  has  been  recovery 
from  hematologic  toxicity. 


PROGRESS 

(82  09  -  83  09)  A  total  of  sixteen  (4  entered  in  FY  83)  patients 
were  infused  with  vinblastine  at  1.5  mg/M2/24  hrs  for  5  days.  Four 
patients  received  one  cycle,  seven  received  2  cycles,  two  had 
3  cycles,  and  one  received  16  cycles.  One  patient  has  had  nine 
cycles  to  date,  another  has  completed  two  courses,  and  both  are 
still  on  study.  One  patient  with  widely  metastatic  breast  cancer 
had  stable  disease  for  some  12  months.  Another  patient  with 


Vinblastine  -  Continuous  5-Day  Infusion  in  Refractory  Advanced 
Solid  Tumors  -  Chan 


ovarian  cancer  and  prior  IV  bolus  vinblastine  achieved  a  partial 
response.  No  fatal  or  life-threatening  complications  were  seen; 
myelosuppression  was  usually  mild;  nausea  and  vomitiny  were  rare; 
and  neurotoxicity  was  not  seen.  The  number  of  patients  was  too 
small  for  conclusive  analysis.  Though  generally  well  tolerated, 
the  treatment  was  not  particularly  effective  in  this  group  of 
patients  as  reported  elsewhere.  However,  stable  disease  or 
even  partial  response  was  occasionally  attained.  The  cost  and 
inconvenience  were  substantial. 


A  paper  has  been  submitted  for  presentation  at  the  4th  Annual 
Current  Concepts  in  Hematology  and  Oncology  Meeting  to  be  held 
in  February  1984  . 


STATUS:  (0) 
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TITLE:  Conjunct ival  Biopsy  in  the  Diagnosis  of  Sarcoidosis 

PRINCIPAL  INVESTIGATOR:  LTC  Henry  I).  Cove  1  I  i  ,  MC 

PROFESSIONAL  ASSISTANTS:  COL  Stanley  Sol  lie,  MC 

COL  Stanley  Allison,  MC 
LTC  Jerome  Beekman,  MC 
MAJ  Bruce  Beilin,  MC 
MAJ  Leslie  P.  Pox,  MC 
MAJ  Barry  We  led,  MC 
CPT  Myron  Whitehead,  MC 

WORK  UNIT  NO:  79/85 


TECHNICAL  OBJECTIVE 

To  evaluate  the  usefulness  of  conjunctival  biopsy  as  a  primary 
means  of  diagnosing  sarcoidosis. 


METHOD 

Patients  with  a  tentative  diagnosis  of  sarcoidosis  based  on 
accepted  clinical,  radiologic,  and  biochemical  criteria  will 
have  baseline  evaluations  to  include  chest  x-ray,  PPD  and 
aneryy  battery,  angiotension  converting  enzyme  level,  erythro¬ 
cyte  sedimentation  rate,  arterial  blood  gases,  and  pulmonary 
function  tests  to  assess  disease  activity.  These  patients 
will  undergo  slit  lamp  examination.  Patients  with  conjunc¬ 
tival  follicles  will  have  those  follicles  biopsed  and  those 
with  normal  appearing  conjunctiva  will  have  random  biopsies. 
Tissue  will  be  examined  histologically  for  noncaseatiny  epi¬ 
thelioid  granulomata  with  hematoxylin  and  eosin  stain.  If 
yranulomata  are  observed,  the  specimen  will  be  examined 
utilizing  polarized  light  microscopy  and  stained  and  examined 
for  acid  fast  bacilli  and  fungi.  If  no  granulomata  are 
observed,  no  further  examination  will  be  done.  Patients  will 
then  be  evaluated  with  transbronchial  lung  biopsy.  If  the 
diagnosis  is  not  established  by  this  method,  further  invasive 
diagnostic  procedures  will  not  be  done  unless  deemed  necessary 
for  the  management  of  the  patient.  Data  on  the  field  from 
transbronchial  biopsy  will  be  compared  to  that  from  conjunctival 
biopsy.  In  addition,  disease  activity  as  manifest  by  serum  ACE 
level  will  be  correlated  with  biopsy  positivity. 


PROGRESS 

(82  09  -  83  09)  Forty  patients  have  been  entered  -  ten  during 
F  Y  83  -  with  no  adverse  effects.  Data  are  now  being  analyzed  . 


STATUS:  (O) 


TITLE : 


Evaluation  of  High  Dose  vs  Low  Dose  Corticosteroid  in  the 
Treatment  of  Acute  Bronchospasm 


PRINCIPAL  INVESTIGATOR: 
PROFESSIONAL  ASSISTANTS: 

WORK  UNIT  NO:  82/64 


LTC  Henry  D.  Coveil i,  MC 

COL  J.  Waylon  Black,  MC 
COL  Bruce  L.  Fariss,  MC 
LTC  Gary  Treece ,  MC 
MAJ  Arthur  R.  Knodel,  MC 
CPT  James  Wallingford,  MC 


TECHNICAL  OBJECTIVES 

To  evaluate  the  optimal  dose  of  corticosteroids  used  in  the 
treatment  of  acute  exacerbations  of  bronchospasm  and  to  asse'- 
the  difference  in  the  duration  of  adrenal  suppression  betwee 
low  and  high  dose  corticosteroid  therapy. 


METHOD 

Approximately  50  patients  hospitalized  for  an  acute  exacerbation  of 
bronchospasm  from  either  chronic  obstructive  lung  disease  or  asthma 
will  be  evaluated  in  a  double  blind  randomized  trial.  Treatment 
will  consist  of  the  usual  therapeutic  measures  of  IV  aminophyll ine 
and  orally  inhaled  bronchod i lator s  .  Then  one  of  four  cor t i costeroi d 
regimens  will  be  used.  Reg imen  1 :  125  mg  of  IV  methylprednisolone 
(MP)  q  6  hrs  x  3  days  with  a  weaning  oral  prednisone  dose  of  60  mg 
x  3  days,  40  mg  x  3  days,  and  20  mg  x  3  days.  Regimen  2:  125  mg  of 

IV  MP  q  6  hrs  x  3  days  with  a  weaning  dose  of  oral  prednisone  of 

30  mg  x  3  days,  20  mg  x  3  days,  and  10  mg  x  3  days.  Regimen  3: 

125  mg  MP  q  day  x  3  days,  then  a  weaning  dose  or  oral  prednisone  of 

60  mg  x  3  days,  40  mg  x  3  days,  and  20  mg  x  3  days.  Regimen  IV: 

125  mg  MP  q  day  x  3  days,  then  a  weaning  dose  of  oral  prednisone  of 

30  mg  x  3  days,  20  mg  x  3  days,  and  10  mg  x  3  days.  A  placebo  of 
IV  glucose  will  be  given  q  6  hrs  to  patients  receiving  regimens 
3  and  4.  Routine  studies  such  as  eosinophil  counts  and  peak  expir¬ 
atory  flow  rates  (spirometry)  will  be  performed  during  this  time. 
After  discharge,  patients  will  be  evaluated  with  a  cortrosyn  stim¬ 
ulation  test  one  or  two  weeks  after  discontinuing  a  weaning  dose 
of  oral  prednisone.  If  the  cortrosyn  stimulation  test  is  abnormal, 
a  repeat  study  will  be  performed  weekly  until  it  normal. 


PROGRESS 

(32  03  -  83  09)  Twenty-five  patients  have  been  entered  -  all 
during  FY  83.  The  blinded  code  will  not  be  broken  until  fifty 
patients  have  been  entered. 


STATUS:  (O) 


TITLE : 


Evaluation  ot  Andr<M*Jr'  ..^vels  in  Patients  with  Chronic 
Obstructive  "^Imonary  Disease  and  Sleep  Apnea 


PRINCIPAL  INVESTIGATOR:  LTC  Henry  D.  Coveil  i,  MC 

PROCESSIONAL  ASSISTANTS:  COL  Bruce  L.  Eariss,  MC 

COL  Stephen  R.  Plymate,  MC 

MAJ  Arthur  R.  Knodel ,  MC 

MAJ  Robert  W.  Taylor,  MC 

Marueeen  Nuccio,  M.D.,  Amer  Lake  V.A. 

Leonard  Sari  I  ,  RRT ,  DAC 

WORK  UNIT  NO:  Si/11 


TECHNICAL  OBJECTIVE 

To  compare  patients  with  obstructive  lung  disease  without  sleep 
apnea  to  patients  with  carbon  dioxide  retention  but  no  evidence 
of  sleep  apnea  and  to  patients  with  a  diagnosis  of  sleep-apnea. 
Also  to  evaluate  the  side  effects  of  exogenous  testosterone  in 
patients  receiving  this  agent  for  urological  problems. 


METHOD 

This  study  will  evaluate  three  different  groups  of  male  patients 

in  the  following  categories: 

Group  I:  Fifteen  male  patients  with  obstructive  lung  disease 
without  CO2  retention.  Hormonal  levels  will  be  evaluated  by 
measurement  of  total  serum  testosterone,  t me  serum  testos¬ 
terone,  estradiol,  17-OH  progesterone,  and  progesterone. 

Sleep  apnea  studies  will  be  performed  at  the  VA  Medical  Center 

Group  II:  Fifteen  male  patients  with  obstructive  lung  disease 
with  C02  retention.  Hormone  level  analysis  and  sleep  apnea 
studies  as  in  Group  I. 

Group  III:  Fifteen  male  patients  who  have  a  diagnosis  of  sleep- 
apnea  and  have  previously  had  sleep  studies  will  be  evaluated 
with  serum  hormonal  analysis. 

Data  will  be  analyzed  using  analysis  of  variance. 


PROGRESS 


(83  OR  -  83  09)  This  is  a  new  study  and  has  not  been  started 
to  date . 


Hos 


STATUS :  (O) 


TITLE : 


5- Azacy tad i ne  in  Acute  Leukemia 


PRINCIPAL  INVESTIGATOR:  LTC  Irwin  Dabe,  MC 

PROFESSIONAL  ASSISTANTS:  COL  Friedrich  Stulz,  MC 

MAS  Lauren  Colinan,  MC 

WORK  UNIT  NO:  80/19 


TECHNICAL  OBJECTIVE 


To  examine  the  etficacy  ot  5-Azacy tad i ne  in  patients  with  acute 
leukemia  refractory  to  conventional  therapy. 


METHOD 

5-Azacy tadine  will  be  given  in  a  dose  of  300  mg/M^/day  for  5  days 
in  three  or  four  divided  doses  each  day.  Courses  will  be  repeated 
every  three  weeks  unless  there  is  earlier  evidence  ot  recovery 
from  myelotoxicity.  If  bone  marrow  cellularity  is  less  than  20% 
at  three  weeks  from  the  last  course,  chemotherapy  will  be  withheld 
until  marrow  cellularity  exceeds  20%.  Dosages  for  the  next  course 
will  then  be  reduced  by  one  third.  It  there  is  no  improvement 
in  the  bone  marrow  after  the  initial  course,  the  drug  dosage  for 
the  second  course  will  be  increased  by  one  third. 


PROGRESS 


(82  09  -  83  09)  Two  patients  were  treated  on  this  study  in 
FY  80  with  very  little  response  to  the  drugs,  followed  by 
death  from  uncontrolled  leukemia.  No  patients  were  entered 
during  FY  81  or  FY  82.  One  patient  was  entered  during  FY  83 
and  developed  a  temperature  spike  to  105°  after  the  first  dose. 
Her  temperature  remained  normal  for  the  next  two  doses,  but 
the  patient  developed  cellulitis  of  the  lower  right  leg  which 
resolved  upon  discontinuation  of  the  drug.  The  patient  was 
restarted  on  5-a zacy tad i ne ,  but  PB  blasts  reappeared  by  day  20 
confirmed  by  bone  marrow  aspirate.  No  further  5-azacytad i ne 
was  given  and  the  patient  later  expired. 


STATUS:  (O) 


104 


TITLE:  I'he  Effects  of  Thyroid  Hormone  on  Sex  Steroid  Bind 

G 1 oou 1  in 

PRINCIPAL  INVESTIGATOR:  MAJ  Michael  E.  Ki  richer,  MC 

PROFESSIONAL  ASSISTANTS:  COL  i.ruce  Eariss,  MC 

L'l'C  Stephen  Plymate,  MC 
ETC  Gary  Treece,  MC 
MAJ  Allan  Avhel,  MC 
MAJ  Robert  Jackson,  MC 

WORK  UNIT  NO:  8 2/ Oh 


TECHNICAL  OBJECTIVE 

To  determine  the  effects  of  thyroid  hormone  on  sex-steroid 
binding  globulin  (SSBG). 


METHOD 

Male  and  female  patients  (approximately  20  total)  will  have 
plasma  estradiol,  testosterone,  and  SSBG  levels  drawn  as  well 
as  LH  and  l  SH  wher  first  presenting  with  hyperthyroidism  before 
any  treatment  except  propranolol.  Following  treatment,  SSBG 
levels  will  be  drawn  every  two  weeks  until  the  patient  becomes 
euthyroid  or  until  he  becomes  hypothyroid.  In  addition  to  the 
SSBG  parameters,  TSH ,  T4,  Tj  uptake  and  T3  by  RIA  will  be  drawn 
at  each  visit  .  The  results  will  be  analyzed  by  linear  regression 
a  n  a  1  y  s  i  s  . 


PROGRESS 

l  8  2  08  -  8  1  08)  Six  patients  were  entered  in  the  study,  none 
Turing  FY  83.  No  conclusions  could  be  drawn  from  the  data 
jcc urn u  1  a  ten  . 


10r> 


STATUS:  (T) 


TITLE:  The  Effects  ot  Hyperthyroidism  on  Serum  Zinc,  Iron,  and 

Copper  Values  in  the  Sprague- Daw  1 ey  Rat 

PRINCIPAL  INVESTIGATOR:  MAJ  Michael  Fincher,  MC 

PROFESSIONAL  ASSISTANTS:  COL  Bruce  Fariss,  MC 

COL  Stephen  Plymate,  MC 
LTC  Gary  Treece,  MC 
MAJ  James  Little,  MSC 

WORK  UNIT  NO:  8  3/27 

TECHNICAL  OBJECTIVE 

To  determine  the  effect  of  thyroxine  on  serum  copper,  zinc,  iron, 
ferritin,  and  ceruloplasmin  in  Sprayue-Dawley  rats  and  to  correlate 
these  findings  with  reported  observations  in  human  patients  with 
thyrotoxicosis  . 

METHOD 

Thirty  (30)  male  Sprayue-Dawley  rats,  approximately  8  weeks  of  age, 
weighing  between  200  and  250  gm  will  be  will  be  allowed  access  to 
food  and  water  ’  '  Control  and  experimental  rats  will 

be  injected  intraperitoneal ly  daily  with  either  1.0  ml  saline 
(control)  or  30  ptjm  L-thyroxine  ( T4 )  in  saline  (experimental). 

Each  group  will  consist  ot  fifteen  rats  and  on  days  0,  14,  28, 
and  56  Doth  control  and  experimental  groups  will  be  anesthetized 
with  halothane  and  bled  by  cardiac  puncture.  Serum  copper,  zinc, 
and  iron  wiLl  be  measured  by  atomic  absorption.  Serum  total  T4 , 
free  T4,  ceruloplasmin,  and  ferritin  will  be  measured  by  radio¬ 
immunoassay.  Results  of  control  and  experimental  groups  will 
be  compared  by  the  unpaired  Student's  t  Test. 


PROGRESS 

(82  11  -  83  09)  Serum  T4,  Tg,  copper,  and  iron  were  measured 
in  ten  male  and  ten  female  rats  in  both  the  control  and  the 
experimental  groups.  Female  rats  were  shown  to  have  lower  basal 
serum  T4  concentrations  than  male  rats.  This  may,  in  part,  be 
due  to  enhanced  metabolism  and/or  excretion  of  thyroxine  in  the 
female  rats.  In  the  levothyrox i ne  injected  rats,  the  serum  T4 
value  became  elevated  in  the  male  but  not  the  female  (again, 
possibly  due  to  enhanced  metabolism  or  clearance  of  T4  in  the 
female).  Serum  copper  fell  in  the  rats  as  T4  rose  in  the  serum. 
Serum  iron  values  were  inconsistent  and  reflected  no  definite 
pattern  in  the  control  versus  the  experimental  animals.  Method¬ 
ology  is  still  being  worked  out  to  determine  serum  zinc  values 
by  atomic  absorption  in  these  animals. 

PRESENTATION:  Fincher,  ME,  Little,  JS,  Plymate,  SR  and  Fariss,  BL: 

Effect  ot  Hyperthyroidism  in  the  Rat  on  Body  Weight, 
Serum  Copper,  and  Serum  Iron.  Presented  to  Society 
of  Uniformed  Endocrinologists  Meeting,  San  Antonio, 
TX ,  7-8  June  1983. 


STATUS:  (O) 


106 


TITLE:  Therapy  of  the  Costochondr a l g i a  Syndrome  -  A  Randomized 

Controlled  Therapeutic  Study 

PRINCIPAL  INVESTIGATOR:  MAJ  James  1).  Eitz,  MC 

PROFESSIONAL  ASSISTANTS:  LTC  Michael  J.  Weaver,  MC 

CPT  Donald  R.  Skillman,  MC 

WORK  UNIT  NO:  83/38 


TECHNICAL  OBJECTIVE 


To  evaluate  the  efficacy,  when  treating  anterior  chest  wall  pain 
of  an  oral  analgesic;  an  injection  of  anesthetic/steroid  suspen¬ 
sion;  a  combination  of  oral  analgesic  and  the  anesthetic/  steroid 
injection;  and  a  placebo. 


METHOD 

Inclusion  criteria  will  be  anterior  chest  wall  pain  which  is 
replicated  by  palpation  or  pressure  upon  costochondral  junctions. 
Exclusion  criteria  will  be  allergy  or  other  reaction  to  local 
anesthetics,  steroids,  or  aspirin  or  underlying  cardiopulmonary 
or  esophageal  conditions  which  in  the  opinion  of  the  evaluating 
physician  account  for  the  pain  syndrome. 

Approximately  100  patients  will  be  randomized  into  five  treatment 
groups.  Group  A  will  receive  an  injection  of  a  combination  of 
local  anesthetic  (Marcaine  Hd®)  plus  steroid  ( Ar i stospan® )  in 
addition  to  oral  Ecotrin.  Group  B  will  receive  an  injection  of 
the  anesthetic  plus  steroid  in  addition  to  an  oral  placebo. 

Group  C  will  receive  Ecotrin.  Group  D  will  receive  an  injection 
of  normal  saline  in  addition  to  an  oral  placebo.  Group  E  will 
receive  an  oral  placebo  only.  Patients  will  be  given  a  diary  in 
which  to  record  daily  assessment  of  pain  and  will  return  the 
diary  on  the  14th  day  following  injection.  An  objective  evalua¬ 
tion  of  tenderness  will  be  performed  by  the  use  of  "Dolorometer" 
prior  to  injection,  30  minutes  following  injection,  and  then  on 
days  1,  2,  3,  7,  and  14.  Patients  in  each  group  will  be  given 
an  oral  non-ant i- i nf 1 amma tory  analgesic  for  PRN  use. 


PROGRESS 


(83  01  -  83  09)  Fourteen  patients  were  entered  into  the  study 
study  and  randomized  to  one  of  three  groups  (Ecotrin,  placebo, 
Ecotrir.  plus  injection  of  anesthetic  plus  steroid).  Preliminary 
evaluation  of  the  results  to  date  indicate  that  not  enough 
patients  have  been  entered  to  achieve  clinical  or  statistical 
significance.  More  patients  will  be  enrolled. 


STATUS:  (O) 


TITLE:  Prospective  Evaluation  ot  Clinical,  X-Ray,  Histologic, 

Scintigraphic  and  Microbiologic  Characteristics  of 
Di abe tic  Feet 

PRINCIPAL  INVESTIGATOR:  COT  John  Gnann,  MC 

PROFESSIONAL  ASSISTANT:  LTC  Thomas  Parr,  MC 

MAJ  Shannon  Harrison,  MC 

WORK  UNIT  NO:  83/51 


TECHNICAL  OBJECTIVE 


To  correlate  specific  x-ray,  scintigraphic,  clinical  and  micro- 
biologic  characteristics  with  each  other  and  with  the  histology 
of  the  diseased  diabetic  foot  so  clinicians  may  better  manage 
their  patients. 


METHOD 


This  will  be  a  blinded,  multicenter  study  with  30  patients 
entered  study-wide  . 

Eligibility:  Any  diabetic  patient  whose  physician  for  any  reason 

has  decided  with  the  patient  that  amputation  of  the  foot  is 
indicated  except  for  urgency  of  surgery  which  would  preclude 
diagnostic  studies  and  pregnancy.  It  is  not  necessary  for  a 
patient  to  have  probable  infection  to  be  entered  into  the  study 
as  they  will  be  a  natural  control  group. 

The  following  diagnostic  procedures  will  be  performed:  radiograph 
of  the  foot  to  be  amputated  in  the  dorsal  and  lateral  views;  bone 
scan  of  the  part  to  be  amputated;  two  intra-operative  trephine 
biopsies  of  any  radiolucent  areas  or  areas  of  elevated  periosteum 
(one  will  be  fixed  for  histology  and  one  will  be  cultured  for 
anaerobes  and  aerobes);  neurologic  examination  of  the  foot  to 
include  vibration,  proprioception  reflexes  to  pinprick  and  light 
touch;  (e)  manual  palpation  of  the  D.  pedis  and  P.  tibial  pulses; 
and  aerobic  and  anaerobic  cultures  of  drainage  from  sinuses. 
Doppler  determination  is  important  but  not  required. 

Data  Analysis:  The  histology  will  be  compared  to  radiographs  and 
scans  and  the  results  of  the  trephine  biopsy.  The  sensitivity  and 
specificity  of  the  trephine  and  the  radiologic  studies  will  be 
determined  relative  to  the  histology.  The  clinical  worksheets 
will  be  evaluated  to  see  if  there  are  any  clinical  characteristics 
which  are  peculiar  to  bone  infections. 

PROGRESS 


(83  03  -  83  09)  The  study  has  been  inactive  due  to  the  departure 
of  MAJ  Harrison  who  was  the  original  principal  investigator.  No 
patients  have  been  enrolled  in  the  study.  The  study  will  be 
activated  in  the  near  future  with  Dr.  Gnann  as  the  principal 
invest igator  . 


STATUS:  (O) 


108 


TITLE:  Metronidazole  Pharmacokinetics  and  Metabolism  in  Liver 

Disease,  Aging,  and  Drug-Drug  Interactions 

PRINCIPAL  INVESTIGATOR:  MAJ  Shannon  Harrison,  MC 

PROFESSIONAL  ASSISTANTS:  CPT  David  W.  Towle,  MSC 

Lawrence  L.  PelLetier,  Jr.,  M.D., 
American  Lake  VA  Medical  Center 
Robert  Vestal,  M.D., 

Boise  VA  Medical  Center 

WORK  UNIT  NO:  82/33 


TECHNICAL  OBJECTIVE 

To  compare  the  levels  of  metronidazole  and  its  two  major  metab¬ 
olites  to  see  it  metabolites  accumulate  in  liver  patients  with 
liver  disease;  to  attempt  to  define  the  contribution  of  active 
metabolites  to  the  therapeutic  outcome  in  patients  with  serious 
anaerobic  infections;  and  to  develop  guidelines  for  metronidazole 
dosage  in  patients  with  liver  disease. 


METHOD 

This  protocol  will  be  done  in  conjunction  with  the  American  Lake 
VA  Medical  Center,  Tacoma,  WA,  and  the  Bosie  VA  Medical  Center. 
Twenty  patients  with  liver  disease  and  ten  controls  with  proven  or 
suspected  anaerobic  infection  requiring  in-hospital  antimicrobial 
therapy  will  be  enrolled.  Metronidazole  will  be  administered  IV 
and  serum  levels  of  metronidazole  and  its  two  major  metabolites 
will  be  determined.  Serum  levels  will  be  correlated  to  the 
minimum  inhibitory  concentration  of  metronidazole  and  the  two 
metabolites,  results  of  serial  cultures,  and  clinical  outcome. 
Dosage  will  be  adjusted  to  maintain  therapeutic  serum  levels  and 
any  reduction  in  dosage  correlated  with  the  type  and  severity  of 
liver  disease.  In  subsequent  studies,  the  investigators  will 
determine  whether  metronidazole  metabolism  is  altered  in  patients 
over  70  years  and  in  individuals  receiving  phenytoin  or  cimetidine. 


PROGRESS 

(82  09  -  83  07)  No  patients  were  entered  on  this  protocol  due  to 
the  departure  of  the  principal  investigator  and  the  departure  of 
the  co-invest igator  from  the  American  Lake  VA  Hospital. 


STATUS:  (T) 


TITLE:  Double-Blinded  Prospective  Placebo  Controlled  Trial  of 

Doxycycline  in  Treatment  of  Leptospirosis 

PRINCIPAL  INVESTIGATOR:  MAJ  Shannon  Harrison,  MC 

PROFESSIONAL  ASSTS:  MAJ  James  W.  Higbee,  MSC 

WORK  UNIT  NO:  83/06 


METHOD 

To  determine  whether  doxycycline,  200  mg/day  by  mouth,  will  modify 
the  course  of  leptospirosis. 


TECHNICAL  OBJECTIVE 


This  is  a  multicenter,  double-blind,  placebo-controlled  efficacy 
trial  against  naturally-acquired  disease.  Patients  will  be 
treated  with  doxycycline  or  a  placebo.  Temperatures  and  blood 
cultures  for  leptospirosis  will  be  followed  for  differences  in 
responses.  Leptospirosis  will  be  defined  as  a  positive  blood  or 
urine  culture  for  Leptospira  or  a  four-fold  rise  in  antibody  to 
a  specific  leptospiral  serovar  by  the  microagglutination  technique. 


PROGRESS 

(82  10  -  83  07)  Sixteen  (16)  patients  were  admissible  by  culture 
or  serology.  One  half  were  treated  with  placebo  and  the  other  half 
were  treated  with  doxycycline.  When  the  data  were  compiled  with 
data  from  14  patients  from  Fort  Bragg,  NC,  and  results  computed, 
there  was  a  mean  difference  of  2.5  febrile  days  with  treatment. 

A  paper  will  be  completed  from  this  protocol  by  Dr.  Harrison  and 
Dr.  Bruce  McClain  at  WRAIR . 


STATUS:  (C) 


TITLK:  Comparison  ot  Ticarc i l 1 i n/Tobramyc i n  vs  Mezlocillin/ 

Tobramycin  in  the  Empiric  Treatment  ot  Acutely 
Decompensating  Intensive  Care  Unit  Pat  lents 


PRINCIPAL  INVESTIGATOR:  MAJ  Shannon  M.  Harrison,  MC 

PROFESSIONAL  ASSISTANTS:  COL  Joel  W.  Black,  MC 

LTC  James  Cony don,  MC 
MAC  James  W.  Hiybee,  MC 
CPT  Michael  W.  Spanyler,  MC 

WORK  UNIT  NO:  83/29 


TECHNICAL  OBJECTIVE 

To  assess  the  control  of  infection  and  appropriateness  of  empiric 
antibiotic  coverage  in  the  acutely  decompensating  postoperative 
or  medical  intensive  care  unit  patients;  to  assess  the  effect  on 
electrolytes  with  special  attention  to  hypokalemia  in  the  use  of 
these  broad  spectrum  penicillins;  and  to  assess  platelet  function 
and  quantity  when  these  broad  spectrum  penicillins  are  used. 

METHOD 

Entry  Criteria  (30  subjects):  acute  decompensation  as  defined  by 
a  temperature  >100.6°F,  two  values,  white  count  increased  >2000, 
decrease  of  systemic  vascular  resistance  or  in  peripheral  arterial 
pressure,  or  clinical  suspicion  of  impending  bacterial  shock  and  a 
situation  which  would  usually  call  for  a  broad  spectrum  penicillin 
plus  an  aminoglycoside  for  empiric  coverage. 

Treatment :  3  ym  Ticarcillin  or  mezlocillin  IV  q4h  plus  2  mg/ kg 

Tobramycin  IV  loading  dose,  to  be  adjusted  by  creatinine  clearance. 
Randomized  by  pharmacy  with  table  of  random  numbers.  Treat  for 
72  hrs  or  until  clinical  situation  changes.  No  antipyretics.  It 
culture  is  negative,  D/C  medications  at  72  hours  or  when  clinical 
judgment  deems  appropriate.  If  cultures  are  positive  and  organisms 
are  not  sensitive,  off  study  and  replacement  with  other  agents. 

Laboratory:  Bleeding  time  (Nimplate)  if  plat  lets  •100,000  it  49  hr 

7  days,  and  end  of  treatment  .  SMAC  on  beginning  protocol,  at  49  nr 
7  days,  and  the  end  of  treatment.  Platelet  count  on  admission,  at 
48  hrs,  6  days,  and  end  ot  treatment  .  Tobramycin  levels,  peak  and 
trough,  second  and  fifth,  and  every  3  days.  MTC's  on  positive  cul¬ 
tures  to  Ticar,  CARB,  aminoglycosides,  Mezlocillin,  and  probably 
third  generation  Cephalosporins.  Cultures  of  blood  x  3;  sputum 
with  gram  stain;  urine  with  jram  stain;  throat  and  local  site. 

PROGRESS 

(  82  1  1  -  83  09)  One  patient  was  treated.  He  survive.]  and  did 
well.  Some  bacteria  were  resistant  to  m.- z  1  or  i  I  1  i  n  . 

This  protocol  was  terminated  due  t  .  the  departure  g  the  principal 
i n vest i ga tor  . 


1  1  1 


STATUS:  CD 


TITLE:  Cefotaxime  in  the  Treatment,  of  Rabbit  Syphilomas 

PRINCIPAL  INVESTIGATOR:  MAI  Shannon  M.  Harrison,  MC 

PROFESSIONAL  ASSISTANT:  MAJ  James  W.  Higbee,  MSC 

CPT  Paul  K.  McKenney,  MC 

WORK  UNIT  NO:  8  3/>] 


T K CHN I  CAL  OBJECT  IV K 

To  determine  t re ponem i c 1  da  1  doses  and  the  efficacy  of  single¬ 
dose  cefotaxime  in  the  treatment  of  early  syphilis,  using  a 
rabbit  testicular  syphiloma  model. 

METHOD 

Phase  I :  Estimate  mg/kg  dose  (dose  X)  of  cefotaxime  expected  to 
provide  r reponemic ida 1  serum  levels  in  rabbits  and  set  up  biossay 
tor  levels  using  microtiter  method.  ('(instruct  dose-serum  level 
curve  tor  rabbits  usinj  peak  serum  levels  obtained  after  IM 
injection  of  dose  X,  u.lx  and  1(JX. 

Phase  LI:  Ascertain  that  all  (30)  rabbits  have  neyative  RPR  test. 
Harvest  treponemes  from  stored  testicular  extract  into  basal 
reducing  media  and  confirm  treponemal  activity  by  darkfield  exam. 
Inject  halt  the  rabbits  intratest icularly  with  106  -  107  treponemes 
Confirm  development  of  orchitis  (expected  within  10-14  days)  by 
exam  and  seroconversion  of  RPR.  Treat  syphilitic  rabbits  with 
either  single-dose  cefotaxime  IM  (doses  X,  0.1X,  and  10X)  or  with 
controls  of  high-dose  penicillin  G  or  0.9%  NaCl  .  Determine  peak 
serum  Levels  of  antibiotic  in  treated  rabbits.  Sacrifice  treated 
rabbits  alter  14  days,  harvest  testres  and  extract  remaining 
surviving  spirochetes.  Inject  supernatant  containing  spirochetes 
info  uninfected  group  of  rabbits  to  determine  infectivity  (by 
rechecking  tor  orchitis  and  seroconversion  of  RPR  after  14  days). 


PROGRESS 

(Si  01  -  83  07)  Five  adult  New  Zealand  white  rabbits  RPR  negative 
for  "’r'.'n  b,i-i  i  n  -j  *  i  ■  ium  were  injected  intratest  icul  arly  with 
infective  doses.  None  of  the  rabbits  developed  syphilomas  and 
were  RPR  and  ETA  negative.  The  negative  results  were  probably 
caused  by  an  accidental  temperature  inactivation  or  attenuation 
of  the  organism  which  resulted  in  a  low  infectivity  rate. 

The  protocol  was  terminated  due  to  the  departure  of  th  principal 
l nve s i  i gu t  or  . 
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TITLE:  [ntracoronary  Thrombolysis  with  Streptokinase  in  the 

Hyperacute  Phase  of  Myocardial  Infarction  (Western 
Washington  Randomized  Trial) 

PRINCIPAL  INVESTIGATOR:  COL  John  C.  Hill,  MC 

PROFESSIONAL  ASSISTANTS:  COL  W.  Theodore  Steudel,  MC 

LTC  Roger  F.  Chamusco,  MC  * 

LTC  John  W.  Kirk,  MC 

WORK  UNIT  NO:  81/114 


TECHNICAL  OBJECTIVE 


To  determine  the  efficacy  of  intracoronary  thrombolysis  in  the 
ttierapy  of  acute  transmural  myocardial  infarction. 


METHOD 

This  will  be  a  randomized  commun i ty- wide  therapeutic  trial.  To 
qualify,  patients  must  be  <75  years  of  age  and  in  reasonably  good 
health  and  functional  state  prior  to  the  acute  event.  Patients 
found,  on  arter  iography  and  ventriculography,  to  have  thrombosis 
of  the  coronary  artery  supplying  the  ischemic  region  of  myocardium 
will  enter  the  randomized  trial.  Control  patients  will  be  main¬ 
tained  on  IV  heparin  and  then  coumadin  for  the  remainder  of  their 
hospitalization.  Patients  randomized  to  Streptokinase  will  receive 
4,000  units/min  into  the  thrombosed  vessel  for  a  period  of  up  to 
60  min.  Arteriography  of  the  thrombosed  vessel  will  be  done  every 
15  min  or  when  clot  lysis  is  suspected.  Following  thrombolysis  or 
after  60  min  of  St reptok i nase  infusion,  the  patient  will  undergo 
repeat  left  vent r i cu) ography  and  then  monitored  on  IV  heparin  tor 
four  'lays  and  on  coumadin  unt  il  hospital  discharge.  Treatment  and 
control  groups  will  undergo  identical  evaluation  including  serial 
enzymes  and  electrocardiograms  and  early  (12-48  hr)  and  follow-up 
isotope  ventriculograms  (12-16  lays).  Follow-up  tomographic 
thallium  imaging  for  the  quantification  of  infarct  size  will  be  at 
25-35  days  following  study. 


PROGRESS 

(81  09  -  Hi  02)  This  study  has  been  completed  with  the  randomization 

of  25D  subjects.  The  FDA  has  approved  1 nt racorona ry  administration 
of  streptokinase  in  acute  MI  .  The  init  ial  experience  would  suggest 
salvage  of  myocardium  by  this  therapy  in  those  patients  treated 
within  the  first  five  hours. 

PRESENTATION:  Army  Associ  it  ion  of  Cardiology,  May  1  982. 

STATUS:  (C) 
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TITLE : 


Effects  o£  Somatostatin  on  Plasma  Insulin  and  Glucagon 
in  Sheep 


PRINCIPAL  INVEST  IGA  l’OR: 
PROFESSIONAL  ASSISTANT: 
WORK  UNIT  NO:  82/62 


MAJ  Rodent  Jackson,  MC 
COL  Bruce  L.  Fariss,  MC 


I'KCHNICAL  OBJECTIVE 


To  examine  the  effects  of  somatostatin  on  insulin  and  glucagon 
release  from  the  sheep  pancreas. 


METHOD 

Six  adult  female  sheep,  after  a  24-hr  fast,  will  be  immobilized 
and  an  intravenous  catheter  inserted  into  the  jugular  vein  for 
the  introduction  of  test  substances.  Another  catheter  will  be 
inserted  into  the  contralateral  jugular  vein  for  withdrawal  of 
blood  samples.  Each  sheep  will  receive  an  infusion  of  a  solution 
of  sodium  butyrate  1.25  mM/kg  of  Dody  weight  adjusted  to  a  pH 
of  7.4.  Blood  samples  will  be  drawn  every  10  min  for  the  next 
90  min  and  analyzed  for  insulin,  glucagon  and  glucose.  Two 
weeks  later  the  sheep  will  receive  an  infusion  of  somatostatin 
0.8  mcg/kg/min  and  blood  specimens  drawn  every  10  min  for  90  min 
for  insulin,  glucagon,  and  glucose.  While  the  somatostatin  is 
infusing,  the  sheep  will  be  given  sodium  butyrate  0.2  nmole/kg 
body  weight  and  blood  samples  again  drawn  every  10  min  for 
90  min  and  sent  for  glucagon,  insulin,  and  glucose.  Plasma 
glucose  will  be  measured  by  the  glucose  oxidase  method. 


PROGRESS 


(82  09  -  83  09)  Sodium  butyrate  causes  the  release  of  insulin 
and  glucagon  to  very  high  levels  in  sheep.  Somatostatin  will 
block  the  release  of  both  insulin  and  glucagon.  Sodium  butyrate 
will  not  break  through  the  blockage  of  somatostatin.  Total 
pancreatectomy  shows  comparable  levels  of  insulin  as  seen  in 
those  animals  given  somatostatin. 


STATUS:  (C) 


« 
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TITLE : 


Rejul.it-  ion  anil  Kinet  ics  of  Fatty  Acid  Activation  in  Liver 
and  Skeletal  Muscle 


PRINCIPAL  INVESTIGATOR:  MAJ  Robert  L.  Jones,  MC 

PROFESSIONAL  ASSISTANTS:  COL  Bruce  L.  Fariss,  MC 

COL  Stephen  R.  Plymate,  MC 
LTC  Gary  L.  Treece ,  MC 
MAJ  James  S.  Little,  MSC 

WORK  UNIT  NO:  81/ OR 


TECHNICAL  OBJECTIVE 


To  explore  the  cellular  and  hormonal  mechanisms  which  control 
the  rate  of  mitochondrial  fatty  acid  activation. 


METHOD 

Thirty  (30)  male  rats  (6-8  in  each  phase)  will  be  the  source  of 
enzyme  used  in  these  experiments.  After  sacrifice  by  decapita¬ 
tion,  mitochondria  will  be  prepared  from  the  quadriceps  femoris 
muscle  group  and  liver  using  differential  centrifugation  or  a 
gradient.  Liyase  activity  will  be  measured  using  a  modification 
of  the  rad iochemicalmi 1 l ipore  filter  assay  proposed  by  Polokoff 
and  Bell.  Approx imate 1 y  0.08  uCi  of  ( 3H ) -coenzyme  A  will  be  used 
per  assay.  The  inicial  phase  phase  of  the  study  will  consist  of 
re-establishing  the  basic  assay  and  kinetic  parameters  of  the 
enzyme  from  each  tissue  and  preparative  methodology.  The  second 
phase  will  involve  examining  the  effects  of  various  known  intra¬ 
cellular  mediators  (calcium,  cAMP)  and  cytoplasmic  fractions  on 
enzymatic  rate.  The  third  phase  will  analyze  the  action  of 
insulin  and  glucagon  on  ligase  activity  by  pre  incubat  ing  these 
hormones  with  crude  tissue  homogenates  or  other  cellular  compo¬ 
nents  and  m i tochondr ia  .  The  majority  of  attention  will  be  paid 
to  effects  on  palmitic  acid  kinetics  by  holding  all  other  reac¬ 
tants  and  cofactors  at  saturating  concentrations  while  varying 
palmitate  levels.  Each  experiment  will  be  run  in  a  paired 
fashion  with  tissue  from  each  animal  serving  as  its  own  control. 
Enzymatic  rates  will  be  normalized  to  nanomoles  palmitoyl  CoA 
formed/minute/mg  protein.  Maximal  velocity  will  be  exper imental 1 y 
determined  and  Michaelis  constants  will  be  calculated  using 
Cleland's  hyperbolic  best-fit  formulation.  Statistical  analysis 
will  be  performed  using  a  paired  t  test  or  analysis  of  variance. 

PROGRESS 

(82  10  -  83  09)  Roth  liver  and  muscle  tissue  have  been  obtained 
from  control  rats  ( n  = 1 4 ) ,  thyrotoxic  rats  (n=12),  aged  rats 
( n  =  8  ) ,  and  tasted  rats  ( n= 1 2  )  .  These  tissue  samples  are  being 
held  at  -70°C  awaiting  measurement  of  ligase  activity. 


STATUS:  (o) 


TITLE:  Studies  on  Fatty  Acid  Activation  in  Spermatozoa: 
Kinetics  and  Localization 

PRINCIPAL  INVESTIGATOR:  MAJ  Robert  K.  Jones,  MC 

PROFESSIONAL  ASSISTANTS:  COL  Bruce  L.  Fariss,  MC 

COL  Stephen  R.  Plymate,  MC 

WORK  UNIT  NO:  83/81 


TECHNICAL  OBJECTIVE 


To  detine  the  kinetic  characteristics  and  cellular  localization 
of  the  enzyme  system  responsible  for  the  initiation  of  saturated 
fatty  acid  metabolism  in  spermatozoa  . 

METHOD 

Normal  human  semen  samples  will  be  use  to  establish  a  ligase 
assay.  Ligase  activity  will  be  measured  using  a  sensitive  radio¬ 
ligand/m  i  1  1  ipore  filter  procedure  that  utilizes  ( 3 H ) -coenzyme  A 
as  the  radioactive  trace.  Approximately  0.2  microcuries  of  (3H) 
will  be  present  in  each  individual  assay.  The  samples  will  be 
centrifuged  at  2800g  for  10  minutes  at  room  temperature,  the 
seminal  plasma  supernatant  will  be  discarded,  and  the  sperm  pellet 
will  be  resuspended  in  an  isotonic  buffer.  This  sperm  mixture 
will  be  recentrifuged  and  washed  twice  prior  to  use.  After  the 
final  centrifugation,  the  pellet  will  be  diluted  in  a  potassium 
enriched  buffer  to  achieve  a  sperm  density  of  200  million  per  ml. 
The  assay  mixture  will  contain  palmitic  acid,  ATP,  Mg++  and  CoASH 
and  will  be  initiated  by  the  addition  of  the  washed  sperm  prepara¬ 
tion.  Time  and  protein  dependency  curves  will  be  run  to  determine 
the  length  of  incubation  needed  to  achieve  first  order  kinetics 
in  the  measurement  of  initial  velocities.  Both  Li neweaver-Burk 
plots  and  hyperbolic  best-fit  will  be  used  to  calculate  approx¬ 
imate  Km  values  for  each  substrate.  Temperature,  pH  curves,  and 
rates  with  alternate  substrates  wil  also  be  run.  Enzyme  location/ 
latency  will  be  determined  by  assaying  separate  cell  fractions 
prepared  by  sonication  and  differential  centrifugation  of  the 
isolated  sperm.  The  effects  of  sufhydrl  reagents,  albumin,  and 
detergents  will  be  studied  to  assist  in  estimation  of  latency. 

RORGRESS 


(83  09  -  83  09)  Ligase  activity  has  been  identified  in  intact 
spermatozoa  and  can  be  readily  solubilized  with  1  .0%  Triton  X100. 
However,  enzymatic  activity  is  not  present  in  seminal  plasma. 

This  reaction  is  dependent  upon  time,  temperature,  and  added 
protein  and  requires  ATP,  Mg++,  palmitic  acid,  and  coenzyme  A. 

The  Km  (approximate)  has  been  determined  for  ATP  and  coenzyme  A 
(1.4  mM  and  4  uM  respectively).  Technical  difficulties  have 
precluded  an  accurate  estimation  of  the  Km  for  palmitic  acid. 

STATUS:  (O) 
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TITLE:  Theophylline  Induced  Seizure;  in  r.-iS'-o  Suso-pt  ibility 

with  Prior  Episode 

PRINCIPAL  1 MVKST [ GATOR :  MAJ  Arthur  R.  Knodel,  M C 

PROFESS  TONAL  ASSISTANTS:  LTC  .Jerome  F.  Heckman,  MC 

LTC  Henry  D.  Covelli,  MC 
[,TC  Georg  10  Turella,  MC 
MAJ  stanely  P.  I.  i  ebenbe rg ,  VC 
MA.J  lames  S.  Little,  MSC 

WORK  UNIT  NO:  8  1/96 


TECHNICAL  OBJECTIVE. 

To  evaluate  whether  the  seizure  threshold  for  theophylline  is 
altered  by  a  prior  theophylline  induced  seizure. 


M  FT HOD 

Ten  beagle  dogs  will  have  continuous  KEG  monitorin')  .  An  arterid 
line  will  be  used  to  draw  serum  theophylline  levels  while  a  venous 
Line  will  serve  for  the  infusion.  A  baseline  EEC,  will  be  obtained 
and  the  animal  will  then  be  given  a  theophylline  bolus,  a  linear 
decreasing  concentration  of  theophylline,  and  a  continuous  infusion 
of  theophylline.  This  will  result  in  an  immediately  achieved  steady 
state  level  of  serum  theophylline.  Five,  fifteen,  and  thirty  min 
after  the  bolus,  serum  theophylline  determinations  will  be  made 
to  assure  a  steady  state  level.  Every  one-half  hour  the  dosage 
of  theophylline  will  be  increased  to  achieve  a  10  rng/mm  increment 
of  theophylline.  This  will  be  continued  until  an  F KG  documented 
seizure  occurs.  One  week  later  the  study  will  be  repeated  on  the 
same  dogs  to  determine  if  their  threshold  has  been  altered  by  the 
prior  theophylline  induced  seizure. 


PROGRESS 

(82  09  -  83  09)  Initially,  beagle  dogs  were  the  experimental 
animals  used  in  this  study.  Utilizing  curare,  the  first  dog 
died  approx  i  ma  t  e  1  y  19  minutes  after  hr'  was  paralyzed  ann  placed 
on  mechanical  ventilation.  During  the  study  on  the  second  dog, 
in  which  pavalon  was  used,  the  animal  experienced  cardiopulmonary 
instability,  but  was  fortunately  resuscitated.  At  this  time,  it 
was  elected  to  change  the  experimental  animal  from  a  paralyzes! 
dog  to  an  awake  sheep  which  would  be  suspended  in  a  sling,  which 
required  an  implantable  electrode  in  the  brain  to  obtain  an  KEG. 
The  protocol  was  terminated  due  to  the  inability  of  obtaining 
the  implantable  electrode. 
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STATUS :  (T) 


riTl.K:  Pace  Mask  (.'PAP  !  or  Prevent  ion  of  post  -op  At<- 1  ectasi  s 

PRINCIPAL  INVESTIGATOR:  M  A  J  Arthur  R.  KnoA.-l  ,  MC 

PROFESSIONAL  ASS  L  S  t'AN  TS  :  COl,  Way  Lon  J  .  Black,  MC 

I.TC  Henry  !).  Covelli,  MC 
Lie  Michael  Moon,  MC 
CPI'  Richard  bearman,  MC 
CPI  Will  lain  Weaver,  MC 
Donald  Winfrey,  DAC 


WORK  UNIT  NO:  8  2 /~’  2 


TECHNICAL  OBJECTIVE 


To  evaluate  the 
p ress u  r  e  ( C  P  A  P ) 
:ne  t sure  in  the 


useful  1  ness 
del i vered  by 
prevention  of 


of  continuous  positive  airway 
a  face  mask  as  a  prophyl, 
post-operative  pulmonary 


METHOD 

One  hundred  patients  undergoing  elective  abdominal  or  thoracic 
surgery  will  be  studied:  Patients  with  acute  pulmonary  diseases, 
including  ARDS,  CHF ,  ana  pneumonia,  diagnosed  immediately  post- 
operatively,  will  be  excluded.  No  intubated  patient  will  be 
included  in  the  study.  The  patients  will  be  randomly  assigned 
to  one  of  three  groups:  (i)  control  group  -  consevative  therapy 
of  cough  deep  breath;  no  device;  (2)  incentive  spirometry 
(3)  C PAP  by  mask  at  a  level  of  10.  All  patients  will  get  pre¬ 
operative  instructions  on  the  modality  of  the  post-operative 
therapy  they  will  receive.  Pre-operative  evaluation  will 
include  pulmonary  function  test,  arterial  blood  gas,  and  chest 
x-ray.  Pour  hours  post-operat ive ly  all  of  these  studies  will 
be  repeated.  The  patient  will  then  be  given  a  treatment 
followed  in  15-30  minutes  by  repeat  pulmonary  function  test 
and  arterial  blood  gas.  During  waking  tiours  the  patient  will 
receive  the  treatment  for  15  minutes  every  four  hours. 

Pulmonary  function  test,  arterial  blood  gas,  and  chest  x-ray 
will  be  done  at  24,  48,  and  72  hours.  At  that  time  the  study 
will  be  completed. 


PROGRESS 

(82  09  -  83  09)  Thirty  four  subjects  have  been  entered.  Data 
will  not  be  analyzed  until  16  patients  have  been  entered  in  each 
group  . 


STATUS:  (O) 


Theophy  1  I  1  no  lii'luceil  Seizure: 
with  prior  Episode 


I  i:  timS'mi  Suso-pt  1  tn  i  i  ty 
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WORK  UNIT 

NO  : 

:  81/96 

TECHNICAL  OBJECTIVE 


To  evaluate  whether  the  seizure  threshold  for  theophylline  is 
altered  by  a  prior  theophylline  induced  seizure. 


METHOD 

Ten  beagle  dogs  will  have  continuous  EEC  monitoring.  An  arterial 
line  will  be  used  to  draw  serum  theophylline  levels  while  a  venous 
line  will  serve  for  the  infusion.  A  baseline  EEC  will  be  obtained 
and  the  animal  will  then  be  given  a  theophylline  bolus,  a  linear 
decreasing  concentration  of  theophylline,  and  a  continuous  infusion 
of  theophylline.  This  will  result  in  an  immediately  achieved  steady 
state  level  of  serum  theophylline.  Five,  fifteen,  and  thirty  min 
after  the  bolus,  serum  theophylline  determinations  will  be  made 
to  assure  a  steady  state  level.  Every  one-halt  hour  the  dosage 
of  theophylline  will  be  increased  to  achieve  a  10  mg/mm  increment 
of  theophylline.  This  will  be  continued  until  an  EEG  documented 
seizure  occurs.  one  week  later  the  study  will  be  repeated  on  the 
same  dogs  to  determine  if  their  threshold  has  been  altered  by  the 
prior  theophylline  induced  seizure. 


PROGRESS 


(82  09  -  83  09)  Initially,  beagle  dogs  were  the  experimental 
animals  used  in  this  study.  Utilizing  curare,  the  first  dog 
died  approx  imat.e  ly  19  minutes  after  he  was  paralyzed  ana  placed 
on  mechanical  ventilation.  During  the  study  on  the  second  dog, 
in  which  pavalon  was  used,  the  animal  experienced  cardiopulmonary 
instability,  but  was  fortunately  resuscitated.  At  this  time,  it 
was  elected  to  change  the  experimental  animal  from  a  paralyzed 
dog  to  an  awake  sheep  which  would  be  suspended  in  a  sling,  which 
required  an  implantable  electrode  in  the  brain  to  obtain  an  EEG. 
The  protocol  was  terminated  due  to  the  inability  of  obtaining 
the  implantable  electrode. 


STATUS:  (T) 
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TITLE:  Effect  of  Cigarette  Smoking  on  Plasma  Ca  r  boxy  hemog  lot;  i  n 

and  on  the  Diffusion  Capacity  of  Cart;  on  Monox  ide 

PRINCIPAL  INVESTIGATOR:  CPT  Perry  R.  Lloyd,  MC 

PROFESSIONAL  ASSISTANTS:  Leonard  Sarff,  DAC 

WORK  NO:  83/66 


TECHNICAL  OBJECTIVE 


To  evaluate  the  effect  of  cigarette  smoking  on  the  diffusing 
capacity  of  carbon  monoxide  ( D^q )  and  on  the  carboxyhemoglobin 
(COHb)  levels  in  cigarette  smokers. 


METHOD 

Twenty  to  thirty  consenting  cigarette  smokers  (outpatient  alert 
men  and  women  >18  years  of  age )  will  be  asked  not  to  smoke  after 
midnight  before  the  day  of  testing.  Routine  PFT ,  Dgy,  PO2,  COHb, 
Hb,  height,  and  weight  will  be  obtained  in  the  morning  before 
testing.  Subjects  will  then  chain  smoke  high  carbon  monoxde- 
produciny  cigarettes  as  noted  in  the  Federal  Trade  Commission's 
March  1983  report.  This  will  be  done  in  a  room  ventilated  by  a 
wall  fan.  The  number  of  ciyarettes  smoked  by  each  subject  will 
not  be  controlled,  but  the  number  of  cigarettes  smoked  by  each 
subject  will  be  noted  and  results  will  be  correlated  according 
to  the  number  of  ciyarettes  smoked.  Repeat  Dqq,  PO2 ,  and  COHb 
will  be  performed  and  a  hemoglobin  will  be  obtained  by  a  hemoyram. 
An  arterial  puncture  of  the  radial  artery  will  be  performed  both 
before  and  after  the  smoking  period  with  collection  of  3-5  cc  of 
blood  each  t ime  . 


PROGRESS 


(83  07  -  83  09)  Patients  are  being  enrolled  and  testing  will 
begin  in  the  near  future. 


STATUS:  (O) 
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TITLE : 


Arrhythmias  with  Hrnnehodi lators 


PRINCIPAL  INVESTIGATOR:  CRT  Petty  R.  Lloyd,  Mi' 

PROFESSIONAL  ASSISTANTS:  COL  John  C.  Hill,  MC 

Ansel  mo  Rodriquez 

WORK  UNIT  NO:  8  i/"7  6 


TECHNICAL  OHJKCT1 VE 

To  evaluate  the  cardiac  rhythm  effects  ot  bronchoJ i  1  a  tors  in 
chronic  obstructive  pulmonary  disease  patients. 


METHOD 

Twenty  (20)  non-steroid  dependent  chronic  obstructive  pulmonary 
disease  outpatients  with  an  EEVi/EVC  <_553  substantiated  by 
two  sequential  PFT’s,  who  maintain  theophylline  levels  at 
10-20  viym/ml  at  six  to  eight  hours  after  their  morning  dose, 
and  who  use  aerosolized  metaproterenol  or  albuterol,  will  carry 
two-channel  Holter  monitors  on  three  occasions  tor  24  hr:  once 
with  no  beta-2  agonist,  once  with  albuterol,  and  once  with 
metaproterenol.  They  will  be  asked  asked  to  record  times  and 
amounts  of  drugs,  caffeine,  and  alcohol  used  and  to  use  no  new 
drug  therapies  such  as  steroids  or  antibiotics  for  two  weeks 
prior  to  the  initial  Holter  monitoring  and  until  after  completion 
of  all  three  monitorings.  Prior  to  entry  patients  will  have  a 
cardiopulmonary  exam  and  an  EEG .  An  electronic  electrographic 
scanner  will  be  used  to  record  rhythm  abnormalities  by  the  time 
of  day  in  the  standard  format  for  interpretation.  The  ECG 
interpreter  will  be  blinded  as  to  the  inhaler  used.  Two  weeks 
prior  to  the  initial  testing  while  on  a  stable  regimen,  the 
patients  will  have  theophylline  levels  determ  i  ned  .  Potassium 
levels  and  an  ear  oximetry  will  be  done  prior  to  the  first  Holter 
monitoring:  a  level  of  3. 5-5.0  K+  mF,q/d]  and  an  ear  oximetry 
indicating  saturation  of  >_90%  will  be  required.  Peak  flow  rates 
will  be  measured  before  and  after  the  Holter  monitoring. 

Patients  using  beta-blocker  therapy  or  any  anti-arrhythmic  mediea 
tions  or  oral  steroids  up  to  two  weeks  prior  to  and  throuyh  the 
testing,  erythromycin  and  any  of  its  congeners,  or  any  other  anti 
biotics  tor  airways  disease  will  be  excluded,  as  will  patients 
with  histories  of  conyestive  heart  failure,  myocardial  ischemia, 
myocardial  infarction,  or  ECG’s  suggesting  ischemia  or  infarction 


PROGRESS 

(83  (J9  -  8  3  09)  New  protocol;  no  patients  entered  to  date. 


STATUS:  (O) 
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Liver  Fund  ion  Tests  in  t  he  Normal  •*  >st  pa  r  f  u:n  Fema  1  •  * 


TITLK : 


PRINCIPAL  ! NVKSTIGATOR: 

cp  r 

Paul  F  .  McKenney, 

MC 

PROFESSIONAL  ASS  l  S  ['ANTS  : 

MA.I 

V.  Duane  Bohman, 

MC 

MA.J 

Arthur  S  .  Maslow, 

,  MG 

MA.I 

Thomas  F .  O’ Meur 

i  ,  MC 

CRT 

Stephen  H  .  Koopn- 

■  i  n<*rs 

WORK  UNIT  NO:  8  3  / 1 > 


TEC HN_ ICA L  J  Iti.l  HOT  I_  V  h 

To  determine  when  liver  tunct  ion  tests  return  in  normal  levels 
after  uncomplicated  pregnancy  and  delivery. 


MKT  HOI) 


One  hundred  third  trimester  patients  with  uncomplicated,  courses 
will  be  interviewed  on  aye,  parity,  alcohol  intake,  and  medi¬ 
cations,  including  contraceptives.  Information  on  lactation 
will  be  included  after  delivery.  Patients  with  a  history  of 
hepatobiliary  disease,  renal  disease,  or  diabetes  will  be  excluded. 
Blood  samples  will  be  obtained  at  36-40  weeks,  labor,  one  week 
postpartum,  two  weeks  postpartum  if  prior  liver  function  tests 
were  abnormal,  and  at  6  weeks  postpartum  if  prior  liver  function 
tests  were  abnormal.  Bilirubin,  LDH ,  SGOT,  GGT ,  alkaline  phos¬ 
phatase,  serum  protein,  and  albumin  will  be  tested  on  a  routine 
SMAC  . 


PROGRESS 


(83  01  -  83  09)  No  patients  have  been  entered.  Both 
Dr.  McKinney  and  Dr.  Maslow  have  been  reassigned.  Dr.  Amy 
Tsuchida  has  agreed  to  assume  re spon s i bl i t y  for  this 
protocol.  Dr.  Arthur  Schipul  from  OB  will  assist  on  this 
protocol  to  replace  Dr.  Maslow.  Dr.  Tsuchida  will  begin  to 
enter  patients  when  she  returns  from  TDY  . 


STATUS : 


(O) 


TITLE :  The  Hole  ot  Topical  Ane  s  t  he  s  1  i  in  tippet  Gastrointestinal 

Kn  doscopy 

PRINCIPAL.  I  NVES  T  I  GATOR:  MAJ  1'Imhjs  t  .  o'Mudrj,  MC 

PROFESSIONAL  ASSISTANTS:  MA./  Duane  Dohman,  MC 

MAJ  Willis  Jacob,  MSG 

WORK  UNIT  NO:  Si/ 3 6 


TKC H N I  CAL  OBJ  ECT  I  V E 

To  determine  whether  topical  anesthet  p:  spray  eases  the  performance 
of  upper  endoscopy  . 


METHOD 


Eighty  consecutive  patients  undergoing  elective  upper  endoscopy 
will  be  entered  in  the  study  with  the  following  exceptions: 

allergy  to  cetecaine,  diazepam,  or  meperidine;  significant  under¬ 
lying  cardiopulmonary  or  liver  disease;  and  pregnancy. 

Patients  will  be  premedicated  with  LV  d i azepam/mepe red i ne  ,  with 
slurred  speech,  nystagmus,  and  drowsiness  used  as  endpoints.  The 
physician  will  leave  the  room  and  the  patient's  posterior  pharnyx 
will  De  sprayed  by  the  assisting  technician,  utilizng  a  radmon- 
ization  sequence.  The  procedure  will  then  be  performed  and  will 
be  evaluated  by  both  physician  and  patient.  The  patient  will 
assess  throat  soreness  (following  procedure  and  24  hours  later), 
ease  of  passage  of  the  scope,  and  overall  ease  of  procedure.  The 
agent  will  be  sprayed  in  the  room  where  the  patient  is  so  that 
the  physician  will  be  unable  to  tell  by  the  odor  from  the  patient 
which  patient  receives  the  agent  and  which  receives  the  placebo. 

PROGRESS 


(83  01  -  83  09)  Seventy-five  subjects  were  studied.  The  study 
groups  did  not  differ  with  respect  to  age,  sex,  nor  average  diaz- 
zepam/meper id i ne  dosage.  No  difference  was  noted  in  the  level 
of  sedation,  physician/patient  assessment  ot  scope  passage  or 
physician/patient  assessment  ot  procedure's  ease.  No  difference 
could  be  detected  as  to  the  presence  ot  sore  throat  immediately 
following  and  24  hours  after  endoscopy.  When  patients  are  ade¬ 
quately  sedated  with  diazepam/meperidine,  the  addition  of  a  top¬ 
ical  anesthetic  spray  probably  does  not  add  to  the  ease  of  the 
procedure  or  patient  comfort.  Its  use  may  be  avoided  in  such 
patients  to  prevent  the  risks  ot  aspiration  or  anaphylaxis. 

PRESENTATION:  O'Meara,  TF ,  Bohman,  VD,  and  Jacob,  WS:  The  Role  of 

Topical  Anesthesia  in  Upper  Gastrointestinal  Endoscopy. 
William  Beaumont  Army  Medical  Center  GI  Symposium, 

El  Paso,  TX,  March  1 9s  1  , 


1  22 


STATUS : 


(C) 


TITLE : 


High  Dose  Intravenous  Gaminay  l  obu  1  i  n  (or  Chronic 
riiiopathic  Thrombocytopenic  Purpura 


PRINCIPAL  I  NVKST  l  GATOR: 


MA.J  Timot hy  J.  O'Rourke,  MC 


P RO FESSIONAL  ASSISTANTS: 


COL  Priedrich  H.  Stutz,  M( 
LTC  James  Cony don,  MC 
LTC  Irwin  H.  Dabe,  MC 
MAJ  Thomas  M.  Baker,  MC 
MAJ  Alfred  H.  Chan,  MC 
MAJ  Howard  Davidson,  MC 


WORK  NO:  83/62 


TECHNICAL  OBJECTIVES 

To  evaluate  the  efficacy  of  human  immunoglobulin  in  treatment  of 
chronic  idiopathic  thrombocytopenic  purpura  (ITP)  that  has  not 
responded  to  conventional  therapy  and  to  observe  changes  in  the 
serum  proteins  pertinent  to  the  immune  system  during  therapy. 


METHOD 


This  is  to  be  a  multicenter  study  among  the  Army  MEDDACS .  It  is 
anticipated  that  5-6  patients  will  be  needed  to  begin  a  valid 
study.  At  MAMC ,  1-2  patients  per  year  are  expected.  All  patients 
with  ITP  documented  by  a  compatible  bone  marrow  picture  and 
absence  of  secondary  etiologies  will  be  eligible.  This  will  be 
restricted  to  patients  who  have  failed  conventional  therapy, 
have  severe  thrombocytopenia  and/or  have  spontaneous  hemorrhage. 
Patients  who  are  otherwise  being  treated  but  have  life-threatening 
hemorrhage  or  who  must  undergo  surgery  may  be  included  at  the 
discretion  of  the  study  coordinator. 

Patients  will  be  treated  with  0.4  mg/kg/day  I  .V .  gammaglobulin 
as  an  infusion  on  each  of  five  successive  days.  Should  a  response 
occur,  weekly  or  biweekly  maintenance  will  be  continued.  If  t  tie 
response  is  prolonged,  the  freguency  will  be  lengthened  and 
ultimately  stopped. 


PROGRESS 


(83  05  -  83  09)  one  patient  was  entered  who  did  not  respond 
with  a  significant  increase  in  platelet  count  and  expired  within 
two  weeks  of  the  completion  of  treatment  from  an  intracranial 
hemorrhage  . 


STATUS:  (O) 


1  2  3 


A  -•  V  *4 


TITLE:  An  Evaluation  of  Local  Anesthetic  Skin  testing  and 

Progressive  Challenge  in  Patients  with  a  History  of  an 
Adverse  Reaction  to  Local  Anesthetics 

PRINCIPAL  INVESTIGATOR:  LTC  John  M.  Piersol,  MC 

P RO SESSIONAL  ASSISTANTS:  COL  H  .S  .  Nelson,  MC 

LTC  Richard  Weber,  MC 
Bonnie  Baswell,  M.D. 

Richard  deShazo,  M.D. 

Richard  Summers,  M.D. 

WORK  UNIT  NO:  82/21 


TECHNICAL  OBJECTIVE 

To  confirm  the  safety  and  usefulness  of  local  skin  testing  and 
progressive  challenge  in  a  large  number  of  patients  with  histories 
of  previous  suspected  adverse  reactions  to  local  anesthetics. 


Mill  JOD 

After  a  history  is  taken,  skin  tests  will  be  preformed  as  described 
in  the  protocol  and  the  20  minute  results  reconrded  .  If  the  his¬ 
tory  suggests  a  severe  prior  reaction,  skin  tests  and  progressive 
dose  testing  (PDT)  may  not  be  performed  at  the  discretion  of  the 
attending  physician.  If  PDT  is  indicted,  a  LA  that  does  not  cross- 
react  with  the  LA  implicated  in  the  prior  reaction  will  be  used 
for  PDT.  If  the  prior  LA  is  unknown,  a  Group  II  LA  will  be  chosen. 
If  the  history  suggests  a  delayed  LA  reaction,  the  patient  will  be 
evaluated  at  24  hours  after  initial  evaluation.  The  patient  will 
be  questioned  for  any  delayed  symptoms  and  examined  for  delayed 
physical  findings  at  this  time.  An  attempt  will  be  made  to  obtain 
follow-up  on  the  subsequent  clinical  history  in  each  patient 
regarding  the  LA  use  and  the  presence  or  absence  of  a  reaction. 
Serum  (5cc)  will  be  obtained  from  all  patients  with  positive  skin 
tests  or  with  reaction  to  PDT  or  subsequent  LA  administration  and 
frozen  for  subsequent  analysis,  including  RAST  or  P-K  testing. 


PROGRESS 

(82  10  -  82  12)  Thirteen  patients  have  been  studied  at  MAMC 
in  previous  years.  Testing  was  negative  on  all  patients  and 
the  literature  reports  no  positives;  therefore,  the  investigators 
determined  that  further  testing  on  this  protocol  would  not  be 
wor thwh i le  . 


STATUS :  ( C  ) 


TITLE:  Tnt‘  Role  ot  Phosphate  in  the  Anemia  of  Chronic  Renal  Failure. 

t'RINCIRAL  INVESTIGATOR:  i’o|,  I’oon.j  S.  Shun,  MC 

PROFESSIONAL  ASSISTANTS:  0)1.  Stephen  R.  Plymate,  MC 

MAJ  Edward  Lelonek,  MC 
CRT  Wayne  R.  Heaton,  MC 
CRT  Douglas  R.  Hough,  MC 

WoRlv  i'NI  !'  NO:  Hi/hll 

TF.CHN  I  CA1 .  OBJECT  1  VK 

I'ii  study  t  he  roll'  ot  serum  phosphate  levels  in  the  anemia  of 
chronie  renal  failure  patients  on  maintenance  hemod  Mlysi s . 

It  his  Seen  proposed  that  parathyroid  hormone  is  a  uremic  toxin. 

Tne  contribution  of  secondary  hyperpara  t  hy  ro  i  d  t  sin  to  the  anemia 
ot  hemodialysis  patients  will  be  studied.  The  elevated  serum 
phosphate  levels  and  parathyroid  hormone  levels  of  secondary 
hyperparathyroid i sm  art*  expected  to  be  reduced  with  low  phosphate 
diet,  oral  phosphate  binders,  and  Rocaltrol.  The  response  of 
the  anemia  to  the  treatment  of  the  secondary  hyperparathyroidism 
will  be  evaluated. 

METHOD 

Subjects  undergoing  hemodialysis  and  patients  with  chronic  renal 
failure  and  evidence  ot  secondary  hyperparathyroidism  will  be 
studied.  Patients  with  chronic  constipation  or  documented  non- 
compliance  wilL  be  excluded.  Pre-study  bloodwork  for  each  patient 
will  include  SMA-20,  CBC ,  serum  iron/TIBC,  serum  ferritin,  folate, 
B-12,  and  PTH  level.  Radiographs  of  the  hands  for  evidence  of 
secondary  hyperparathyroidism  will  be  done.  All  patients  will 
receive  written  and  verbal  instructions  describing  the  study 
and  the  need  for  compliance  with  a  low  phosphate  diet,  oral 
phosphate  binders,  and  Rocaltrol,  a  potent  metabolite  of  vitamin 
D  given  to  manage  the  hypocalcemia  and  reduce  the  elevated  para¬ 
thyroid  hormone  levels.  Serum  phosphate  and  calcium  levels 
will  be  monitored  monthly  during  the  study;  the  calcium  phosphate 
product  will  be  maintained  at  <70.  Alucaps  or  aluminum  hydroxide 
will  be  given  to  control  serum  phosphate  levels.  Patients  will 
be  examined  every  two  weeks  for  adverse  side  effects.  The  study 
duration  will  be  tor  a  minimum  of  six  months.  At  the  end  of 
the  study,  all  the  pre-study  bLoodwork  will  be  repeated.  Radio¬ 
graphs  will  be  repeated  only  for  patients  with  pre-study  evidence 
of  bone  cysts  or  subperiosteal  resorption.  Each  patient  will 
serve  as  his  own  control  with  pre-study  values  compared  with 
study  values  using  the  Student's  t  Test.  Also  each  individual 
will  be  compared  with  the  group. 

PROGRESS 

(82  09  -  83  09)  Due  to  the  departure  of  staff  personnel,  no 
further  progress  has  been  made  on  this  protocol  and  no  patients 
have  been  entered.  With  the  recent  assignment  of  MAJ  Lelonek, 
it  is  anticipated  that  work  will  begin  on  this  protocol  within 
the  next  few  months. 


STATUS:  (O) 
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T  I  I  LK  : 


Comparison  ot  I i ca rc i l l i n/Toor amyc i n  vs  Mezlocillin/ 
Tobramycin  in  the  Empiric  Treatment  ot  Febrile 
Granulocytopenic  Pat  lent  s 


PRINCIPAL  I NVKKT  IC.ATOR :  CPT  Michael  W.  Spangler,  MC 

PROFESSIONAL  ASSISTANTS:  LTC  James  Conydon ,  MC 

MAJ  Shannon  Harrison,  MC 
MAT  James  Higbee,  MC 

WORK  UNIT  NO:  8  3  '28 


TECHN ICAL  OBJECTIVES 

To  assess  the  effect  on  electrolytes,  with  special  attention  to 
hypokalemia;  assess  platelet  function  and  quantity;  and  assess  con¬ 
trol  of  infection  and  appropriateness  of  empiric  antibiotic  coverage. 


METHOD 

This  will  be  a  randomized,  double  blind  study  of  adult,  febrile, 
granulocytopenic  patients.  The  study  will  accrue  patients  until 
30  documented  infectious  episodes  are  included. 

Entry  criteria:  neuropenia,  defined  as  <1000  segs  plus  bands; 
fever ,  > 100  .6°F  39°C,  two  values,  two  hours  apart;  not  on  anti¬ 
biotics  for  one  week  prior  to  study;  creatinine  clearance 
>50  ml/min  or  <  1.0  mg%;  and  if  history  of  pen  allergy  will 
skin  test. 

Treatment :  3  my  Mezlin  IV  q  4  hr  plus  2  my/ky  Tobramycin  IV 

loading  dose,  dose  to  be  adjusted  by  Tobramycin  levels,  or  3  ym 
Ticar  IV  q  4  hr  plus  2  my/kg  Tobramycin  IV  loading  dose,  dose  to 
be  adjusted  by  Tobramycin  levels.  Treat  at  least  3  days  for 
evaluation,  treat  at  least.  10  days  if  infection  is  documented. 

No  antipyretics.  If  cultures  negative,  discontinue  medications 
when  granulocytes  >1,000.  It  cultures  positive  but  not  sensitive, 
off  protocol  and  treat  according  to  disk  sensitivity.  If  patient 
has  a  drug  reaction  or  is  febrile  longer  than  7  days,  off  protocol. 


PROGRESS 

(82  11  -  83  09)  Four  patients  have  been  entered. 


STATUS:  (O) 
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TITLE:  The  Incidence  ot  Unsuspected  Partial  2 1  -Hydroxy  I  as*- 

Deficiency  in  infertile  Men  wi  Ln  Idiopathic  Ol  i  y  ospe  nn  1  a 

PRINCIPAL  INVESTIGATOR:  CPI'  Thomas  H.  Stanton,  MC 

PROP  ESS  I  ON  A I.  ASSISTANTS:  COI.  Bruce  L.  Fariss,  MC 

COL  Stephen  R,  Plymate,  MC 
LTC  William  Bel vi lie,  MC 

WORK  UNIT  NO :  H 1 / 1 5 


TE CUN  1  CAL  OBJECT  I VK 

To  determine  whether  previously  undiagnosed  partial  2  1 -hydroxy  1  a se 
deficiency  is  a  significant  cause  of  reversible  infertility  in 
oLigospermic  men. 

METHOD 


Fifty  consecutive  men  demonstrating  oligospermia  or  azoospermia 
with  normal  serum  FSH  and  seminal  fructose  on  two  consecutive 
semen  analyses  will  have  thorough  fertility  work-ups  and  com¬ 
plete  physical  exams.  Subjects  with  well-documented  orchitis, 
cryptorchidism,  excessive  drug  or  alcohol  abuse,  or  systemic 
illnesses  which  may  result  in  infertility  will  be  excluded. 
Varicocele  alone  will  not  be  grounds  for  exclusion.  Ten  age- 
matched  men  with  normal  semen  analyses  and  evidence  of  fertility 
by  paternity  will  be  the  controls.  Diagnostic  evaluation  will 
include  baseline  serum  testosterone,  FSH,  LH,  prolactin,  and  a 
24-hour  urinary  preynanet r iol  determination.  All  subjects  will 
undergo  an  AM  cortrosyn  stimulation  test  with  measurement  of 
plasma  cortisol  and  17-hydroxyproyesterone  (17-OHP)  prior  to 
and  30  and  45  minutes  after  administration  ot  cortrosyn  25  my 
IV  push.  Subjects  with  elevated  baseline  urinary  pregnane- 
trioLs  and  plasma  17-OHP  levels  or  abnormally  elevated  17-OHP 
responses  to  ACTH  stimulation  will  undergo  HLA  typing.  Family 
pedigrees  will  be  constructed  on  subjects  with  21-hydroxylase 
deficiency.  Families  will  be  studied  clinically,  biochemically, 
and  with  HLA  typing,  if  possible.  Patients  with  partial  21-  hy¬ 
droxylase  deficiencies  will  be  treated  with  g l ucosterocor t ico id s  . 
Treatment  will  be  monitored  monthly  by  serum  gonadotropin  levels, 
serial  semen  analyses,  and  paternity  histories. 

PROGRFSS 

(11  82  -  83  09)  Eight  normal  men  and  25  men  with  idiopathic 
infertility  were  studied.  The  mean  baseline  17-OHP  level  was 
higher  in  the  infertile  men,  with  five  having  levels  greater 
than  three  standard  deviations  from  the  men  of  the  normal  men. 

The  stimulated  value  of  17-OHP  for  infertile  men  was  higher  than 
in  fertile  men,  and  similarly  the  increase  in  17-OHP  after  stimu¬ 
lation  was  greater  in  the  infertile  men.  Serum  T  was  lower  in 
the  infertile  men  and  DHEA-S,  1 1 -desoxycor t i sol ,  and  cortisol 
wore  not  different  between  the  two  groups.  This  demonstrates  a 
defect  in  steroidogenesis  in  a  subgroup  ot  infertile  men  follow¬ 
ing  cosyntropin  stimulation.  A  paper  lias  been  accepted  for  pre¬ 
sentation  at  the  Pacific  Coast  Fertility  Society  in  October  1983. 

<  C ) 


S  TATUS  : 
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TITLE:  High  Dose  Oral  Provera  Cor  ER  +  and  ER  Unknown  Metastatic 

Breast  Cancer  in  Post-menopausal  Women 

PRINCIPAL  INVESTIGATOR:  COL  Friedrich  H.  Stutz,  MC 

PROFESSIONAL  ASSISTANTS:  MAJ  Lauren  K.  Colman,  MC 

CPT  Thomas  M.  Baker,  MC 

WORK  UNIT  NO:  81/101 


TECHNICAL  OBJECTIVE 

To  determine  whether  or  not  Provera  administered  orally  in  a  dose 
of  800  mg  per  day  can  cause  regression  ot  recurrent  breast  cancer 
occurring  in  the  post-menopausal  woman. 

METHOD 

Patients  with  histologically  proven  breast  cancer  wiio  are  at  least 
one  year  post-menopausa 1  with  extensive  breast  cancer  are  eligible 
Cor  this  protocol.  Patients  with  estrogen  receptor  positive  tumor 
are  eligible  as  well  as  those  where  the  estrogen  receptor  status 
is  unknown.  Patients  must  have  measurable  Disease  and  will  have 
a  careful  preoperative  evaluat  ion  and  follow-up.  Treatment  will 
consist  of  800  mg  of  oral  Provera  per  day  taken  in  divided  doses  . 
Treatment  will  continue  tor  as  long  as  the  tumor  remains  stable  or 
regresses.  Unacceptable  toxicity  or  patient  refusal  of  treatment 
will  be  reasons  for  removal  from  the  study. 


PROGRESS 

(82  09  -  83  OR)  No  suitable  patients  have  been  found  to  enter 
on  this  protocol;  thus,  it  has  been  terminated. 


STATUS:  (T) 


TITLE:  Syntex  Laboratories  #2L-6276:  Multicenter,  Double-31  i  nd , 

Randomized,  Parallel  Comparison  of  Two  Different  Dosage 
Regimens  of  Naproxen  Sodium  in  Pat  Lents  with  Bone  Pain 
Due  to  Metastatic  Cancer 


PRINCIPAL  INVESTIGATOR:  COL  Friedrich  H.  Stutz,  MC 


PROFESS IONAL  ASSISTANTS 


WORK  UNIT  NO:  83/42 


LTC  James  E.  Conydon,  MC 
LTC  Irwin  B.  Dabe,  MC 
MAJ  Thomas  M.  Baker,  MC 
MAJ  Alfred  H.  Chan,  MC 
MAJ  Howard  Davidson,  Ml' 

MAJ  Timothy  J.  O'Rourke,  MC 


TECHNICAL  OBJECTIVE 

To  compare  the  relative  efficacy  and  safety  of  :  higher  total 
daily  dose  of  naproxen  sodium  (1650  my  per  day  tor  three  days) 
to  a  lower  total  daily  dose  (1100  mg  on  day  1,  followed  by 
825  my  on  days  2  and  3)  in  patients  with  moderate  to  severe, 
persistent,  bone  pain  due  to  metastatic  cancer. 


METHOD 

This  will  De  a  multicenter,  double-blind,  randomized,  parallel 
comparison  study  of  3  days  duration  using  in-paients  or  suitable 
outpatients  who  will  be  randomly  assigned  to  receive  naproxen 
sodium,  1650  mg/day ,  for  3  days  or  naproxen  sodium,  1100  mg  on  day 
1  followed  by  825  my  on  days  2  and  3.  Patients  will  be  asked  to 
evaluate  pa i n  severity  using  an  analoyue  scale  (0-99)  every  two 
hours  beginning  0600  and  ending  at  2200  each  day. 


PROGRESS 


(8  1  02  -  8  3  09)  Two  patients  were  entered  at  MAMC  .  In  both 
patients,  pain  was  not  adequately  controlled.  There  are  too  tew 
patients  study-wide  to  draw  any  conclusions  at  this  time. 
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TECHNICAL  OBJECTIVE 


To  document  an  anticipated  increased  dosage  requirement  for  patients 
with  treated  hypothyroidism  who  develop  the  nephrotic  syndrome. 
Related  objectives  include  answers  to  the  questions  (1)  doe  nephrosi 
unmask  hypothyroidism  and  (2)  does  nephrosis  mask  hyperthyroidism? 

METHOD 


SUBJECTS:  normals;  normal  treated  with  L-thyroxine  for  one  month; 
subjects  with  hyperthyroidism;  with  hypothyroidism,  primary  un¬ 
treated;  with  hypothy rod i sm  treated  for  one  month  with  L-thyroxine; 
with  the  nephrotic  syndrome;  subjects  with  the  nephrotic  syndrome 
treated  for  one  month  with  L-thyroxine.  All  subjects  will  have 
a  24-hr  urine  for  volume,  creatinine,  total  protein,  urine  protein, 
electrophoresis,  Tg  ,  and  T 3  completed.  After  an  overnight  fast 
fast,  blood  will  be  drawn  for  SMAC-20,  T4 ,  T j  resin,  T3  by  RIA, 

TSH ,  THAT  (an  extra  tube  will  be  drawn  for  free  T4 ,  reverse  T3 , 
and  TBG ) .  A  fasting  TRH  test  will  then  be  done  and  blood  for  TSH 
will  be  drawn  at  0,  30,  and  60  mins  post  injection.  The  above 
procedures  will  be  repeated  after  at  least  30  days  on  one  or 
more  doses  of  T4  for  the  treated  groups.  Excluded  will  be: 
urine  protein  electrophoresis  will  not  be  performed  on  urine 
with  a  total  protein  of  <150  my  for  24  hrs;  patients  with  known 
card iovascular  disease  or  aye  >50  years  will  be  excluded  from 
the  treated  groups;  and  24-hr  urines  will  be  obtained  prior  to 
or  at  least  72  hours  after  the  TRH  test. 

PROGRESS 


(82  09  -  83  09)  Five  subjects  have  been  entered  (3  during  FY  83). 
The  urinary  T4  and  T3  assays  have  yet  to  be  fully  developed.  The 
methodology  has  been  selected,  however,  utilizing  a l ka 1 i n i za t ion 
of  the  urine  sample  to  dissociate  the  thyronine  bound  to  urine 
proteins  with  subsequent  separation  and  concentration  of  the 
thyronines  using  Sephadex  columns.  Buffer  containing  TBG  (from 
sera  of  pregnant  patients)  will  be  used  to  elute  T4  from  the 
Sephadex  resulting  in  a  competitive  protein  binding  assay  for 
either  T4  or  Tj.  Three  patients  with  the  nephrotic  syndrome 
and  two  patients  with  primary  hypothyroidism  have  been  studied. 
There  is  insufficient  data  to  allow  any  conclusions. 


I  10 


STATUS:  (O) 


i'ln.K:  ['lie  Utility  of  Hr  i  nary  Free  Cot  t  i  sol  t  • »  Monitor 

Rep  l  a cement  Therapy  tor  adrenal  Insult  icu-ncy 

RRI  NCI  PM.  I  NV  KST  1  GA  I’i  )K  :  l.TC  Gary  L.  TreeCe  ,  MC 

PROFESSIONAL  ASSISTANTS:  COL  Hruce  Fariss,  MC 

MAS  Robert  Jackson,  Mr 

WORK  UNI!'  NO:  8  2  /  0  5 

TECHNICAL  OBJ  EC 11  VE 

To  evaluate  the  possible  usefulness  of  monit  or  in g  urinary  free 
cortisol  as  an  objective  parameter  ot  therapy  tnat  may  avoid 
noth  under  ana  over  medicating  patients  with  chronic  aoronal 
i nsuf t iciency  . 

METHOD 

Ten  euthyroid  patients  with  spontaneous  or  surgically  induced 
adrenal  insufficiency  will  be  evaluated.  Patients  taking  Aldac- 
t  one  will  not  .he  included  unless  it  can  be  withdrawn.  Patient 
involvement  will  ne  divided  into  three  parts.  During  all  three 
parts,  the  dose  of  any  mi  neral  ocor  t.  icoid  will  not  be  altered. 
Patients  having  been  on  previous  maintenance  dose  of  glucocor¬ 
ticoid  for  at  least  three  days  and  tree  of  acute  illness  will  be 
asked  to  collect  two  consecutive  24°  urines  for  free  cortisol, 

17  LH  corticosteroids,  and  creatinine.  A  fasting  plasma  cortisol, 
an  ACTH  Level,  and  a  2-hr  post-dose  cortisol  will  be  drawn  on 
one  of  the  days  that  the  urine  is  being  collected.  Patients 
will  then  be  asked  to  take  an  amount  ot  glucocorticoid,  orally, 
equivalent  to  50%  of  their  maintenance  dosage  for  seven  days, 
after  which  blood  and  urine  wiLl  be  obtained.  If  .a  difference 
should  be  found  in  any  of  the  parameters  between  patients  taking 
hydrocortisone  vs  cortisone,  several  patients  will  be  asked  to 
switch  to  an  equivalent  amounts  of  the  other  drug  in  the  main¬ 
tenance  dosage  for  seven  days  after  which  blood  and  urine  will 
ne  obtained.  If  a  difference  should  .he  found  in  any  of  the 
parameters  Detween  patients  taking  mineral ocort icoid  and  those 
not  taking  such  a  drug,  several  patients  on  tn  i  nera  locort  icoi  d 
will  be  asked  to  discontinue  the  dru  j  for  7  days  and.  be  restudied. 
Also,  several  patients  not  taking  m i nera locort icoi n  will  be  asked 
to  take  Florinef  0.1  mg/day  orally  tot  7  days  and  be  restudied  as 
above.  At  the  conclusion  of  the  study,  the  patients  will  be 
given  their  maintenance  dose  and  type  ot  druy(s)  unless  otherwise 
clinically  indicated. 

PROGRESS 

(82  09  -  83  09 )  No  subjects  were  studied  during  FY  83  as  no 
pat  ients  with  primary  adrenal  insufl  iciency  were  available.  The 
blood  and  urine  samples  from  the  two  previously  studied  patients 
are  tn  frozen  storage  to  be  analyzed  later  as  part  of  a  larger 
group  of  samples  that  hopeful ly  will  ho  acquired  during  the  next 
year  in  order  to  have  a  suf  f  icient  number  oL  pat  ients  t  allow 
for  statistical  analysis  of  the  data. 
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TECHNICAL  OBJECTIVE 


To  study  the  effect  on  leukocyte  function  testing  n'tr'O  of 
rapid  and  sustained  normalization  of  blood  glucose  levels  in 
poorly  controlled  diabetic  patients.  Blood  glucose  control  is 
to  be  accompl i shed  using  the  Riostator  -  GCIIS  (Glucose  Controlled 
Insulin  Infusion  System). 


METHOD 

Six  Type  I  and  six  Type  II  adult,  non-pregnant,  non- i nf ected , 
poorly  controlled  diabetic  patients  will  be  the  subjects  for 
this  study.  They  will  not  be  taking  antibiotics,  glucocorticoids 
or  other  drugs  known  to  affect  hormonal  or  cellular  immunity  or 
leukocyte  or  bacterial  activity.  Any  diabetic  drug  therapy 
will  be  discontinued  during  the  period  of  Biostator  Control. 

After  admission  to  the  hospital,  each  patient  will  be  connected  to 
the  Biostator,  initially  in  Monitor  Only  mode,  and  blood  for  base¬ 
line  fasting  blood  glucose,  insulin,  SMA-20,  CBC,  blood  culture, 
triglycerides,  Hg  A^C,  and  leukocyte  function  will  be  drawn.  The 
Biostator  will  then  be  programmed  to  lower  the  blood  glucose  to 
100  mg  %  and  maintain  the  blood  glucose  at  100  mg  %  for  24-72 
hours  with  the  patient  ingesting  a  weight  maintaining  diet  divided 
into  sevenths  (2/7,  2/7,  2/7,  1/7).  Blood  for  leukocyte  function 
will  be  drawn  at  2,  4,  and  6  hours  after  normalization  of  blood 
sugar  and  every  6  hours  thereafter.  Should  it  be  determined 
that  leukocytic  function  can  be  altered  with  less  than  6  hours 
of  blood  glucose  normalization,  the  Biostator  will  be  programmed 
to  raise  the  blood  glucose  to  200  mg  %  12  hours  prior  to  termina¬ 
tion  of  the  study  period.  After  6  hours  of  a  sustained  blood 
glucose  of  200  mg  %,  blood  for  leukocytic  function  will  again  be 
drawn.  Then  the  blood  glucose  will  be  raised  to  300  mg  %  for  an 
additional  6  hours  followed  by  repeat  leukocytic  function  testing. 
Biostator  control  of  the  patient's  blood  glucose  will  then  be 
terminated  and  the  patient  placed  back  on  prior  treatment  regimen. 
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PROGRESS 

(83  01  -  83  09)  The  majority  of  effort  expended  on  this  protocol 
has  gone  toward  the  development  of  the  bactericidal  leukocyte 
function  test  assay.  The  methodology  has  been  developed  and 
blood  from  a  number  of  control  and  diabetic  subjects  has  been 
analyzed  utilizing  the  assay.  The  results  are  not  yet  consistent 
enough  to  allow  reporting  of  results.  The  effort  now  is  to 
strictly  standardize  the  assay  to  allow  sufficient  inter-  and 
intra-assay  reproducibility  of  results.  The  Biostator  has  been 
acquired  and  personnel  have  been  trained  in  its  usage.  The 
current  plan  is  to  first  study  the  leukocyte  function  test  assay 
and  then  begin  studying  patients  before  and  after  normalization 
of  the  blood  glucose  profile.  It  is  hoped  that  the  first  patient 
might  be  studied  by  the  end  of  the  first  quarter  of  Fy  84. 
Supplies  have  Deen  acquired  to  allow  the  study  of  approximately 
10  patients. 


STATUS:  (O) 


TITLE:  Evaluation  oE  Radiation  Therapy  in  the  Management  of 

Endoscopical ly  Visible  Tumors  ot  the  Lung 

PRINCIPAL  INVESTIGATOR:  CPT  James  Wallingford,  MC 

PROFESSIONAL  ASSISTANTS:  LTC  Jerome  Beekman,  MC 

LTC  Henry  D.  Covelli,  MC 
LTC  Donald  Kull,  MC 
MAJ  Barry  We led,  MC 

WORK  UNIT  NO:  79/77 


TECHNICAL  OBJECTIVE 

To  evaluate  in  a  prospective  manner  the  utility  of  using 
radiation  therapy  to  decrease  tumor  size  in  obstructing 
carcinomas  of  the  lung. 

METHOD 

A  minimum  of  15  patients  with  carcinoma  of  the  lung  will  be 
evaluated  in  the  usual  manner.  It  the  patient  is  a  non-operable 
candidate  with  endoscopical ly  visible  lesions,  he  will  receive 
radiation  therapy  and/or  chemotherapy  in  the  usual  manner  with 
reassessment  of  pulmonary  functions,  arterial  blood  gases,  and 
fiberoptic  bronchoscopy  approximately  one  month  after  radiation 
and  again  approximately  six  months  after  radiation.  The 
parameters  used  to  evaluate  progression  or  regression  ot  disease 
will  be  changing  roentgenog raph  ic  effect  (collapse,  atelectasis) 
in  the  area  of  involvement,  alteration  of  pulmonary  function  and 
arterial  blood  gases,  and  changing  luminal  size  of  obstructing 
lesions  as  noted  by  fiberoptic  bronchoscopy .  Repeat  biopsy 
results  from  prior  areas  of  involvement  will  also  be  used  to 
assess  therapeutic  results. 


PROGRESS 

(82  09  -  83  09)  Twenty-nine  patients  (ten  entered  during  FY  83) 
were  entered  on  this  protocol  with  no  adverse  effects.  It  was 
found  that  radiotherapy  significantly  reduced  bronchoscopical ly 
visible  obstructing  carcinoma  in  a  majority  of  patients.  Dyspnea 
was  relieved  or  stabilized  regardless  of  objective  response  of 
the  tumor.  Chest  x-ray  appears  adequate  to  follow  the  patient 
clinically  with  pulmonary  function  tests  adding  little  heluful 
information.  Improvement  in  fLows  and  volume  can  only  be  antic¬ 
ipated  in  patients  with  mainstem  obstruction.  Post  obstructive 
pneumonias  were  not  prevented  by  palliative  radiotherapy. 


STATUS:  (O) 
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TECHNICAL  OBJECTIVE 


To  describe  the  dimensions  of  social  support  perceived  by  expectant 
mothers  and  fathers;  to  compare  the  similarities  and  differences 
between  expectant  mothers  and  fathers  in  their  experience  of  the 
dimensions  of  support;  to  explore  the  relationship  between  social 
support  and  symptomatology  in  expectant  parents;  to  explore  the 
effect  of  marital  quality  on  the  relationship  between  social 
support  and  symptomatology. 


METHOD 

The  data  will  be  collected  using  a  questionnaire  designed  by  the 
investigator  which  takes  about  45  minutes  to  complete.  The  sam¬ 
ple  will  include  125  couples  (at  least  250  individuals)  who  are 
living  together  and  expecting  their  first  child.  The  question¬ 
naires  will  be  coded  and  will  not  include  names.  The  expectant 
parents  will  be  asked  to  fill  out  the  quest ionna i re  and  the 
consent  form  separately  with  no  consultation  or  discussion  between 
themselves.  Subject  numbers  will  be  assigned  and  questionnaires 
will  be  numbe  red  . 


PROGRESS 


(82  10  -  83  09)  Questionnaires  were  completed  by  313  couples. 
Findings  indicate  that  aye,  education,  socio-economic  status, 
employment  status,  history  of  previous  chronic  illness,  presence 
of  pregnancy  complications,  marital  problems,  and  stress  are 
associated  with  expectant  parents'  health.  Satisfaction  with 
support  form  partners  and  social  networks  was  related  to  lower 
levels  of  symptomatology  and  higher  well-being.  A  number  of 
associations  between  husbands  and  wives  in  both  symtomatology 
and  support  suggested  that  expectant  families  operate  as  a  system. 
The  cultural  stereotype  of  support-giving  expectant  father  and 
support rece i v i ng  pregnant  woman  was  not  reflected  in  this  sample. 
Instead  support  behavior  tended  to  be  widely  reciprocal.  Using 
the  support  importance  tool  included  in  this  study,  health  care 
providers  could  more  specifically  inform  expectant  parents  and 
their  significant  others  of  what  actions  they  might  take  to  pro¬ 
vide  appropriate  support.  A  thesis  based  on  this  study  was 
submitted  and  accepted  by  the  School  of  Nursing,  University  of 
Washington,  as  partial  fulfillment  of  the  requirements  for  a 
doctorate  degree  for  Ms.  Brown. 
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TECHNICAL  OBJECTIVE 

To  determine  whether  subarachnoid  block  anesthesia  significantly 
alters  oxygen  saturation  of  hemoglobin. 


METHOD 

Approximately  30  subjects  undergoing  elective  surgery,  subarach¬ 
noid  block  anesthesia,  ASA  classification  I  or  II,  whose  surgical 
position  will  be  supine  will  be  studied.  The  subjects  will 
receive  no  premedication.  Oxygen-hemoglobin  saturation  will  be 
measured  by  oximetry  before  administration  of  subarachnoid  block 
anesthesia  and  thirty  minutes  after  the  administration  of  the  sub¬ 
arachnoid  block  anesthesia.  Data  will  be  examined  to  determine 
if  there  is  a  significant  change  in  oxygen-hemoglobin  saturation 
resulting  from  the  subarachnoid  block  anesthesia. 


PROGRESS 

(82  09  -  83  09)  Eleven  (11)  subjects  were  studied  during  Fy  82. 
Oxygen-hemoglobin  saturation  was  painlessly  measured  by  ear 
oximetry  before  administration  of  subarachnoid  block  anesthesia 
and  thrity  minutes  after  administration  of  the  subarachnoid 
block.  Analysis  of  data  revealed  no  statistical  difference 
between  pre-  and  post-subarachnoid  block  anesthesia  measurements. 
On  the  basis  of  this  study,  oxygen  need  not  be  utilized  for 
unmedicated  ASA  I  or  II  adults  between  the  ages  of  19-45  years 
who  undergo  uncomplicated  subarachnoid  block  anesthesia.  Under 
these  circumstances,  hypoxemia  does  not  appear  to  be  a  problem. 

Thesis  to  fulfill  requirements  for  the  Academy  of  Health  Sciences 
Anesthesiology  for  ANC  Officers  Course,  accepted: 

Christensen  DG ,  Downs,  MC ,  Richling,  WA,  and  Spivey,  JA: 
Hemoglobin  Saturation  During  Spinal  Anesthesia 
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TECHNICAL  OBJECTIVE 

To  quantity  the  efficacy  of  intravenously  administered  lidocaine 
hydrochloride  in  obtunding  cardiovascular  pressor  responses  to 
laryngoscopy  and  intubation  during  general  anesthesia  using  stan¬ 
dard  rate  pressure  product  and  an  investigator  devised  index 
(Modified  Rate  Pressure  Product,  MRPP)  based  on  heart  rate,  mean 
arterial  blood  pressure,  and  rate/pressure  product. 


METHOD 

Healthy  adult  patients  undergoing  elective  surgery  requiring 
general  anesthesia  with  laryngoscopy/endotracheal  intubation 
will  be  selected  for  each  of  two  study  groups.  One  group  will 
serve  as  a  control  population.  All  patients  will  receive  a 
standard  premedication.  All  measurements  will  be  taken  with  a 
non-invasive  Dinamapp  recorder.  Induction  of  anesthesia  will  be 
standardized.  Patients  will  be  randomized  to  either  the  study 
or  control  group  on  the  basis  of  the  last  diyit  of  their  social 
security  number.  Study  and  control  group  sizes  will  be  cal¬ 
culated  prior  to  the  start  of  the  study. 

Induction  sequence:  Preoxygena t ion  with  100%  oxyyen  for  3-5 
minutes  Administration  of  a  de f asc i cul a t i ng  dose  of  non¬ 
depolarizing  muscle  relaxant;  test  dose  of  sodium  thiopental; 
vital  signs  checked  and  respirations  supported  with  mask  and 
manual  ventilation  throughout  induction  sequence;  sleep  dose  of 
sodium  thiopental;  upon  loss  of  lid  reflex  administration  of 
succinylchol ine 

Study  sequence:  Post  induction  baseline  measurements  obtained; 
study  group  receives  lidocaine  HCl  intravenously  in  a  (.lose  of 
1.5  mg/Kg  followed  at  1  minute  by  laryngoscopy  and  intubation 
within  30  seconds;  control  group  will  receive  normal  saline 
solution  instead  of  lidocaine;  incremental  heart  rate  and  mean 
arterial  blood  pressure  recordings  will  be  obtained  every  minute 
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for  five  minutes  for  both  groups.  Once  the  five  minute  measurement 
is  obtained,  the  study  procedure  is  complete.  Anesthesia  will 
then  be  countinued  in  a  normal  manner. 

Each  measurement  made  for  the  study  consists  of  pre- i nduct ion , 
post- induct  ion  and  post  laryngoscopy  recordings  of  systolic, 
diastolic,  and  mean  arterial  blood  pressures  and  heart  rate. 

Rate  pressure  products  and  Modified  Rate  Pressure  Products  will 
be  calculated  for  each  patient  measurement.  The  pre- i nduct ion 
measurements  will  not  be  utilized  in  the  analysis.  They  will  be 
used  as  a  check  for  the  post- i nduct ion  measurements  which  will 
serve  as  a  baseline.  Pest  laryngoscopy  measurements  will  be 
combined  for  each  patient  and  a  mean  value  obtained.  This  will 
be  compared  to  the  baseline  ( post- induct  ion )  measurement  for 
statistical  significance  (p<0.05)  using  a  Student's  t-test  . 


PROGRESS 

(83  03  -  83  09)  A  subject  size  of  40  had  originally  been 
calculated.  Due  to  limitations  in  time  and  acceptable  surgical 
candidates,  equipment  shortages,  defective  equipment,  and  general 
anesthesia  restraints,  the  final  study  population  consisted  of 
20  adult  subjects.  The  major  clinical  limitation  of  this  study 
was  the  inability  to  maintain  an  adequate  level  of  anesthesia 
during  the  three  minute  data  collection  period.  Other  limitations 
consisted  of  the  small  sample  size  and  the  frequent  i naccessab i 1 i ty 
of  the  blood  pressure  monitor.  Using  the  Student's  t  test,  the 
data  with  an  absolute  t  value  of  1.73  or  greater  (p<0.05)  showed 
no  statistical  difference  between  the  treatment  group  and  the 
control  group.  It  is  recommended  that  this  study  be  repeated 
utilizing  a  larger  population  and  a  more  effective  premedicant 
in  order  to  address  the  problem  of  inadequate  anesthesia. 

Thesis  to  fulfill  a  requirement  of  the  U  .S  .  Army  Academy  of 
Health  Sciences/State  University  of  New  York  at  Buffalo, 
Anesthesiology  for  Army  Nurse  Corps  Officers  Course,  accepted: 

Castellan,  DM,  Norgan,  R,  Walsh,  MV,  Forsythe,  DA,  and 
Porisch,  LA:  Intravenous  Administration  of  Lidoeaine  to 
Decrease  Card iovascular  Pressor  Response  Following 
Laryngoscopy  and  Endotracheal  Intubation. 
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TITLE:  Mezlocillin  Therapy  tor  Empiric  Treatment  of  Serious 

Gy  neco  log  i  ca  1  Infections 

PRINCIPAL  INVESTIGATOR:  COL  William  Benson,  MC 

PROCESSIONAL  ASSISTANTS:  MAJ  Shannon  Harrison,  MC 

MAJ  James  Higbee,  MSC 

WORK  UNIT  NO:  8 3/59 


TECHNICAL  OBJECTIVE 


To  compare  the  outcome  ot  single  drug  therapy  with  Mezlocillin  to 
a  multiple  drug  regimen  of  ampicillin,  gentamicin,  and  clindamycin 
in  serious  gynecological  infections. 

METHOD 

Two  hundred  women  with  serious  genital  tract  infections  will  be 
studied.  Patients  in  which  an  anaerobic  organism  is  suspected 
or  in  which  patients  are  ill  enough  to  indicate  initial  treat¬ 
ment  with  a  drug  directed  at  anaerobes  will  be  included  in  the 
study  unless  they  are  allergic  to  penicillin.  Patients  who  have 
been  treated  with  an  antibiotic  within  the  past  7  days  will  not 
bo  entered  in  this  study.  All  subject  will  have  urine  analysis 
and  culture,  CBC,  SMA-20,  chest  x-ray,  and  aerobic  and  anaerobic 
cultures  of  blood  and  presumed  site  of  infection  done  as  appro¬ 
priate.  Patients  wiLL  be  randomly  assigned  to  one  ot  the  two 
treatment  groups:  Group  [ :  Mezlocillin,  300  mg/kg/day,  IV, 
divided  into  6  doses  or  Group  I  I :  ampicillin,  2  gms  g.  4  hrs. 
clindamycin,  600  mgs  q.  8  hrs,  gentamicin,  2  mg  /kg  loading  dose, 
then  1.5  my/kg  q.  8  hrs  VI.  Subjects  will  have  temperatures 
taken  at  4  hour  intervals.  All  patients  will  have  a  CBC  and  ESP 
daily  and  a  serum  creatinine  biweekly.  Patients  in  Group  II 
will  have  gentamicin  levels  determined  at  24-36  hrs  and  biweekly 
with  gentamicin  dose  adjusted  to  produce  peak  levels  at  5-8 
mcy/ml  and  trough  levels  less  than  2  mcg/ml  .  Treatment  will  be 
continued  for  5  days  unless  terminated  earlier  because  of  drug 
reaction  or  toxicity;  pathogens  resistant  to  the  antibiotic 
are  documented,  worsening  in  condition  requires  change  in 
antibiotic,  addition  of  heparin,  or  surgery.  The  treatment 
will  be  considered  successful  if,  by  completion  of  5  days  ot 
therapy,  the  patient  has  been  afebrile  for  48  hours  and  has  a 
normal  examination.  Following  successful  treatment,  the  patient 
will  be  followed  at  weekly  intervals  for  three  weeks. 


PROGRESS 


(83  04  -  83  09)  Twenty-eight  patients  have  been  entered.  Data 
is  being  collected,  but  no  analysis  is  planned  until  50  eligible 
patients  have  been  entered. 


STATUS:  (O) 


TITLE: 


The  Detection  ofc  Fetal  Maternal  Hemorrhage  in  External 
Version  and  OCT  via  Alpha-feto-protein  • 


PRINCIPAL  INVESTIGATOR:  LTC  Fred  H.  Coleman,  MC 

PROFESSIONAL  ASSISTANTS:  LTC  Edward  E.  Dashow,  MC 

LTC  John  A.  Read,  MC 

WORK  UNIT  NO:  83/12 


TECHNICAL  OBJECTIVE 

To  test  for  possible  fetal-maternal  bleeding  during  external 
cephalic  version  and  oxytocin  challenge  testing  using  serum 
alpha-feto-protein  and  Kleihauer-Betke  tests. 


METHOD 

Patients  will  be  selected  for  oxytocin  challenge  testing  or 
version  by  current  management  criteria  used  in  the  OB/GYN 
Department.  Fifty  patients  reporting  for  versions  and  100 
patients  reporting  for  oxytocin  challenge  testing  will  have 
pre  and  post  blood  samples  drawn.  The  AFP  levels  will  be 
determined  via  AFP  rad ioimmunoassay  kit  and  the  Kleihauer-Betke 
via  standard  kit.  The  results  will  be  correlated  with  each 
other  and  the  procedures  performed  to  determine  the  rate  of 
fetal  maternal  bleeding. 


PROGRESS 


(82  10  -  83  09)  Only  two  patients  have  been  available  and 
willing  to  participate  in  the  study.  No  lab  tests  or  alpha- 
feto-protein  assays  have  been  done  to  this  date. 

STATUS:  (O) 


I'L'I'LK  :  Ri  todr  i  n>‘  Hydroehlot  ide  Appl  icat  ions  t  •  >  Petal  Di  st  runs 

PRINCIPAL  1 NVKST IGATOR :  LTC  Kdward  [Xishow,  MC 

PROFKSS IONAL  ASSISTANTS:  COL  Joseph  Sanakini,  MC 

LTC  Roger  A.  Spencer ,  MC 

WORK  UNIT  Nii;  HI  17 
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l'  i  determine  it  rit.odrine  hydrochloride  in  art  -st.in  ; 
interrupt  fetal  distress,  reduce  fetal  act  iosi  ? ,  and 
heil  thief  infants  with  less  re  ;  u  i  reined  t  lor  neonatal 
ire  with  consequent  reduced  hospital  costs. 
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to  delay  cesarean  sect  ton.  It  a  t  Let  fins  ml  is  ion  l  at)or  has  Stoppe  i 
and  fetal  distress  is  no  longer  in  evidence,  the  patient:  will  he 
observed  tor  Si)  minutes,  after  which  cesarean  sect  jon  will  be 
performed.  It  total  distress  reoccurs,  cesarean  section  or  the 
best  treatment  tor  t  he  pat  lent  wi  11  be  performed  immediately.  At 
cesarean  section,  umbilical  artery  ana  vein  pH  will  tie  measured  fr. 
a  sample  obtained  immediately  after  passing  the  infant  to  the  pedia¬ 
trician  in  at  tendance.  Apgar  scores  at  1 ,  S ,  and  10  minutes  ana 
duration  ot  intensive  care  will  be  recorded.  At.  the  end  ot  Phase  1 
the  code  will  tie  broken  and  the  groups  compared  according  to  para¬ 
meter  s  ot  Apgar  score,  umbilical  artery  and  vein  pH,  duration  of 
neonatal  intensive  care,  and  hospital  costs.  Ph n se  IT:  It  the  study 

jroup  shows  no  harmful  ettocts  compared  to  *  he  control  group,  70 
i  1  1  i  t  i  on  a  1  patients  will  be  st  ad  i  ed  and,  t  urt  her  ana  1  y  zed  . 

PR'  n  R h. S S 

i  H  /  iis  -  Hi  O')  only  two  patients  have  been  entered  into  this 
pr  'toc'i,  horn  in  ky  R 1  .  The  two  patients  entered  had  u n remark- 
ib  i  ••  p  e;t  par  turn  courses  along  with  their  infants.  No  further 
work  was  done  on  this  protocol  because  troth  professional 
tssi  slants  departed  the  Command. 
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TITLE:  Management  of  Intractable  Postpartum  Hemorrhage  by  the 

Use  of  15-Methyl  Prostaglandin  K2  Alpha-Tromet ham i ne  Salt 

PRINCIPAL  INVESTIGATOR:  LTC  Edward  F.  .  Das  how,  MC 

PROFESSIONAL  ASSISTANT:  COL  Joseph  Sakakini,  MC 

WORK  UNIT  NO:  81/36 


TECHNICAL  OBJECTIVE 

To  study  the  effects  of  15-methyl  prostaglandin  F2  Alpha-THAM 
given  IM  to  individuals  having  postpartum  hemorrhage  secondary  to 
uterine  atony  that  have  been  treated  with  all  other  convent ional 
met hod s  . 


METHOD 

This  drug  will  only  be  utilized  after  the  conservative  management 
has  failed  and  the  patient  is  then  considered  for  a  surgical  pro¬ 
cedure  to  stop  the  severe  postpartum  hemorrhage  and  only  if  the  use 
of  the  drug  is  not  contraindicated  by  asthma,  hypersensitivity  to 
the  drug,  active  cardiac,  pulmonary,  renal,  or  hepatic  disease,  or 
a  history  of  these  conditions  or  anemia,  jaundice,  or  epilepsy.  At 
the  time  of  infusion,  the  IV  infusion  of  oxytocin  will  be  discon¬ 
tinued.  The  IV  fluids  will  be  continued  and  no  further  methergine 
will  be  given.  Vital  signs  will  be  monitored  and  recorded  every 
15  min  and  continued  for  two  hours  after  the  final  injection.  Hemo¬ 
globin  and  hematocrit  will  be  checked  at  24  and  48  hours  after  the 
last  injection.  The  volume  of  blood  loss  after  delivery  and  the 
amount  of  blood  loss  after  the  initial  injection  will  be  estimated 
and  recorded.  The  degree  of  contraction  of  the  uterus  will  be 
determined  by  palpation  before  and  one-half  hour  after  each  injec¬ 
tion.  The  rate  of  hemorrhage  will  ne  estimated  nne-half  hour 
after  each  injection  and  recorded  as  either  increased,  unchanged, 
or  stopped.  The  presence  of  lacerations  of  the  genital  tract  and 
retained  placental  fragments  will  be  ruled  out  prior  to  entrance 
in  the  study. 


PROGRESS 

(82  1(1  -  8.1  OR)  Ei)ht  patients  have  been  entered.  Early 
results  were  not  thought  t  >  be  re  1  table  due  to  a  possible 
impotent  batch  of  medicine.  Tn  the  last  three  patients 
the  drug  appeared  to  ;>w  excellent  for  refractory  post-partum 
hemorhage  except  with  advanced  uterine  infect  ion.  The  medication 
has  had.  no  idverse  effect  in  any  of  the  patients. 
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■  :  uscerta  in  whet,  her  a  decreased  caesarean  section  rate  will 

res-j  L  t  with  conservation  mana  gement  in  the  patient  with  rupture  of 
:’V',nsrunes  and  an  "unripe"  cervix  at  14-40  weeks  jest  at  ion;  and 
i  d  .•  r  •  ud;e  whether  a  decreased  ,  nteo.  i.ii,  rate  will  result  with 
con set  vat.  i  >n  mana jement.  in  the  a nove  pat  lent  jro.jp  as  opposed  to 
t  n  'S'.‘  w’ft’e  labor  i  s  medically  initiate:-,  immediately  in  spit.e  of 
the  unprepared  cervix. 

Mi:  I  HOD 

Fol  i'lwiny  initial  evaluation,  patients  who  are  _34  weeks  jest  at  i  on 
will  bo  p  i  a  ce-.l  in  three  groups.  group  A  (Bishop’ s  in  Jucibi  1  \  ty 
so  <r  e  •  7  )  will  he  induced  ana-  it'  augmented  is  expea  i  t  iously  as 
p  issinle  and  evaluated  per  usual  obst.et.  t;  i  ca  I  guidelines.  group  B 
(Bishop’s  score  .7)  and  odd  terminal  SSN  digit)  will  he  placed 
inder  observation  using  standard  obstetrical  moni  tor  i  ng  mi 
Treated  according  to  the  progress  of  each  patient.  Group  . 
i  Hi  shop’s  score  -7  and  even  terminal  SSN  digit)  will  tie  i  nduoe  5 
>r  augmented  as  soon  as  possible  following  admission  to  me 
labor  and  delivery  unit. 


PROGRESS 

1  a  d  Id  -  rf  3  04  )  Additional  subjects  have  been  enteted  tor  j  total 
>i  approx  liiut  el  y  hi)  subject  s .  There  appears  to  be  no  significant 
:  l f teronce  between  wait  inj  or  immediate  delivery  in  the  34-4  0  week 
pr<-  jnancy  with  r  apture  of  membranes .  The  investigators  anticipate 
that  r  he  st  uay  w  •  11  be  cone  hided  in  t.iie  next  f  l  sea  L  year. 
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1'  I  l’l.tv :  (’orapat  isiiii  Study  ot  1  nt  1  a  u  t  >  ■  r  1  nt-  in  igaLion  wi‘*i  M<  >xa  l  a  •  t  .-tin 
Disodium,  (Vphap  i  r  i  n  Sodium,  re  t  <  >ma  ruin  1  e  Nutate,  and 
Amp  i  c  i  1  1  1  n  Du  r  t  n  j  ;  •  ■  sa  i  *  •  i  m  Soct.  ions 

PRINCIPAL  INVKS  11  GATOR  :  I ,  If  Fdwird  K.  |)a  show,  MCI 

PROFESSIONAL  ASS  1  S  LAN  IS  :  I.  IV  John  A.  Read,  MC 

MAI  Kr*’d  H.  Coleman,  MC 

S, 

WORK  UNIT  NO:  rf 3 u 1 


TECHNICAL  OBJECT I VE 


To  compare  the  effects  of  moxalactam  disodium,  cephapirin  sodium, 
cefaraandole  nafate  ,  aril  amp  ie  ill  in  'in  reduc  i  n  j  fobr  i  1  *•  morh  id  i  r.  y 
and  the  incidence  ot  eiuT  mr/omet.  r  i  t  is  following  cesireun  se-’t  ion. 

METHOD 

All  patients  undergoing  cesarean  sect  ion  without  j  history  of 
allergic  reactions  to  cephalosporins  and  penicillin,  without 
evidence  of  clinical  chor ioamnion it i s,  and  not  on  antibiotic 
therapy  will  be  eligible.  Patients  will  be  random  1 y  assigned  to 
one  of  five  groups.  All  patients  will  receive  endometrial  cultures 
prior  to  irrigation  and  two  days  post-operat  ive. 

Group  1 :  After  removal  of  the  placenta,  the  uterine  cavity  will 
Ue  cleaned  manually  with  a  wet  sponge  and  the  uterus  will  be 
delivered  onto  the  anterior  abdominal  wall  .  A  bulb  syringe  with 
2  grams  cefarnandole  nafate  in  800  cc  of  saline  will  be  used. 
Instillation  of  the  irrigant  solution  will  be  performed  using 
400  cc  in  the  endometrial  cavity.  Suction  of  the  irrigation 
fluid  wiLl  be  performed  simultaneously  using  a  standard  pool 
tip  suction  apparatus.  Following  uterine  irrigation,  repair 
of  the  uterine  incision  wiLl  be  performed  in  the  usual  manner. 

The  area  under  the  bladder  flap  will  then  be  irrigated  with  50 
cc  of  solution  after  which  the  flap  will  be  closed  in  the  stan¬ 
dard  manner.  The  cul  de  sac  will  then  be  irrigated  with  50  cc 
of  solution  and  the  uterus  replaced  in  the  abdomen.  The  gutters 
will  then  be  irrigated  by  instiLlation  of  approximately  200  cc 
of  irrigation  fluid.  This  will  then  be  suctioned.  Debris  and 
clots  will  be  removed  at  this  time.  Closure  of  the  abdominal 
incision  will  be  done  in  the  standard  fashion  decided  upon  by  the 
operating  physician.  The  remaining  100  cc  of  irrigation  solution 
will  be  utilized  during  this  time  for  wound  irrigation. 

Group  2:  will  receive  the  same  treatment  as  Group  I;  however, 
moxalactam  will  be  used  in  a  dosage  of  2  grn/800  cc  of  saline. 

Group  j :  will  bo  simil  ir  to  the  previous  or  nips,  except  that 

cephapirin  in  a  dos.ige  of  2  ym/800  cc  of  saline  will  be  used. 
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Group  4 :  2  }  rams  of  ampicill  in  will  t  »•_■  pi  eced  in  80  0  ce  of  saline 

and  irrigated  as  in  the  other  groups. 

Group  5 :  800  cc  of  normal  sal  i  ne  wi  LI  t>e  used  ts  an  irrigant  . 

No  additional  antibiotics  will  be  given,  unless  indicated  for 
compl icat ions  .  A  vitamin  solution  ( Sol u-H- Forte )  will  ne  added 
to  each  solution  such  as  the  identity  of  the  solution  is  unknown 
to  the  operator.  All  patients  will  receive  aerobic  and  anerobic 
endometrial  cultures  at  the  time  of  cesarean  section  prior  to 
irrigation.  Two  days  following  cesarean  they  will  again  receive 
aerobic  and  anerobic  cultures  of  the  endometrial  cavity.  Patients 
will  be  followed  at  two  and  six  weeks  post-op. 

Measurement  of  htteet  -  A  fever  index  as  inscribed  by  led jer  14 
will  be  utilized  to  measure  the  febrile  morbidity.  Oral  tempera¬ 
tures  will  be  recorded  every  four  hours.  The  quantity  of  fever 
will  be  expressed  in  degree  hours  and  will  represent  that,  area 
above  the  baseline  of  99  degrees  Fahrenheit  .  Post-operative 
course  will  be  reviewed  with  regard  to  the  sequela  associated 
with  endomyometritis,  post-operative  total  hospital  days,  and 
cost  of  total  antibiotic  therapy  during  hospitalization. 


PROGKKSS 

(83  10  -  83  09)  Two  hundred  seventy  subjects  have  been  entered. 

Data  for  the  first  160  have  been  ana  1 y zed  and  sh  «w  i  t  t  end  t.  war! 
decreased  morbidity  with  copha 1 ospor in  irri  pit  ion  .  This  is  not 
yet  stat  istical  ly  significant  and  other  sub  p-.-t  s  will  be  entered. 


STATUS:  (n) 


TITLE : 


Gynecological  Oncology  Procedure  Training 


PRINCIPAL  1 NVHS  I'  IGA1 TDK:  CO!  Roger  B  .  Lee,  MC 

PROFESSIONAL  ASSISTANTS:  L TC  Richard  Belts,  MC 

LTC  George  Ward,  MC 

WORK  UNIT  NO:  81/42 


TECHNICAL  OBJECTIVE 

To  provide  training  to  OB-GYN  residents  in  the  technical  aspects 
of  various  types  of  abdominal  resections  and  anastomoses,  to 
include  training  in  the  use  of  stapling  i  nst  ruinent  s . 

METHOD 

Each  resident  participating  will  be  provided  with  a  large 
anesthetized  dog.  Under  staff  supervision,  the  following 
procedures  will  be  accomplished  on  each  animal: 

1 .  exploratory  laparotomy 

2.  resection  and  end  to  end  anastomosis  of  small  bowel 

3.  re  section  and  end  to  side  anastomosis  of  small  bowel  to  colon 

4.  side  to  side  anastomosis  using  the  G 1 A  stapler 

5.  end  to  end  bowel  anastomosis  using  the  EEA  stapler. 

At  the  completion  of  each  session,  the  animal  will  be  sacrificed. 


PROGRESS 

(82  10  -  83  09)  This  protocol  was  used  as  a  training  model. 


STATUS:  (C) 
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WORK  UNIT  NO:  83/17 


TECHNICAL  OBJECTIVE 


To  determine  if  the  incidence  of  breech  birth  can  be  decreased 
by  external  cephalic  version  usinj  Hit  idnne  to  relax  the  uterus. 


METHOD 


One  hundred  gravidas  with  breech  presentation  i  6  wk  s  weeks 
gestation  will  be  studied.  Ultrasonography  will  be  performed  to 
confirm  the  breech  presentation;  measure  bipanetal  fetal  diameter 
to  assess  gestational  age;  quantify  amount  of  amniotic  fluid; 
rule  out  fetal  cephalic  anomalies  and/or  hyperextension;  localize 
placenta.  If  the  mother  is  Rh  negative,  a  K 1 e i haue r-Be t ke  test 
on  blood  samples  will  be  done  pre  and  post  procedure.  Rhogam 
will  be  administered  if  indicated.  A  pre  and  post  procedure 
fetal  activity  de term i na t i on  test  will  be  done  by  external  fetal 
monitoring.  At  this  point  the  subjects  will  be  randomized  to 
a  treatment  group  and  a  control  group.  The  treatment  group  will 
be  administered  Ritodrine  by  IV  infusion  at  200  ug/min  for  20  min. 
External  cephalic  version  will  then  be  attempted  and  a  successful 
procedure  will  be  confirmed  by  ultrasonography.  The  treatment 
group  will  go  straight  to  the  external  cephalic  version. 

Any  patients  with  evidence  of  a  compromised  fetus  with  a  non¬ 
reactive  fetal  activity  determination  test;  congenital  anomalies 
by  ultrasonography;  ol igohydramn iou s ;  or  placent  previa  will  be 
exc 1 uded  . 


PROGRESS 


(C2  11  -  83  09)  Fifteen  subjects  have  been  entered.  The  number 
of  subjects  is  too  small  tor  any  meaningful  data,  although  the 
use  of  Ritodrine  has  seemed  to  be  helpful.  V>  adverse  react  ions 
have  been  noted  and  several  successful  versions  have  been 
accomp 1 i shed  . 


STATUS:  (O) 


I  1  a 


! 


TITLE:  Effects  of  Pure  HCG,  Progesterone,  HPL,  Estradiol  17-B, 

and  Estriol  on  Migration  Inhibition  Factor  '  >-■  ir:*Vr- 

PRINCIPAL  INVESTIGATOR:  CPT  Arthur  S.  Masiow,  MC 


PROFESSIONAL  ASSISTANTS:  COL  Stephen  R.  Plymate,  MC 
WORK  UNIT  NO:  8L/94 


TECHNICAL  OBJECTIVE 

To  determine  what  effect! s)  various  concentrations  of  pure 
progesterone,  HPL,  estradiol  17-B,  and  estriol  have  on  migration 
inhibition  factor  (MIF),  one  of  the  potent  soluble  factors  pro¬ 
duced  by  lymphocytes  during  the  immune  reaction. 

METHOD 

Blood  wil)  be  obtained  from  five  pregnant  patients  in  the  first 
trimester.  Lymphocyte  stimulation  assay  (comparing  PHA  and  poke- 
weed)  will  be  run  parallel  with  MIF  assay  to  test  effects  of 
various  concentrations  of  the  individual  hormones  tested  on  MIF. 

If  inhibitory  effects  are  noted,  assays  will  then  be  attempted 
of  the  hormones  used  in  conjunction  with  one  another.  Guinea 
pigs  will  be  injected  with  a  substance  to  produce  monocytes  in 
the  abdominal  cavity.  They  will  then  be  sacrificed  and  the 
monocytes  will  be  harvested  and  used  in  a  study  to  determine 
beta  hCG  on  migration  inhibition  factor.  The  guinea  pig  monocytes 
will  be  used  because  they  are  produced  in  abundance  and  are 
easily  harvested  as  opposed  to  human  monocytes.  The  experiment 
is  designed  to  test  the  function  of  migration  inhibition  factor 
produced  by  human  lymphocytes  and  the  effect  of  migration 
inhibition  factor  on  the  monocytes  (in  this  case  guinea  pig 
monocytes ) . 

PROGRESS 

(82  10  -  83  09 )  Distance  of  migration  of  WBC's  t rom  an 

agarose  inicrodrop  was  used  to  determine  the  effects  of  pure  hCG 
and  progesterone  on  MIF.  In  micro! iter  wells  containing  no 
immunogen  mean  migration  was  maximal,  while  in  wells  containing 
immunogen,  mean  migration  was  minimal,  demonstrating  the  presence 
of  MIF.  In  those  wells  containing  bah  immunogen  ami  varying 
concentrations  of  hCG  .and  progest  .-r  me ,  significant  migration 
occurred.  These  lata  confirm  the  inhibitory  capab i l  1 1  i  e s  of 
hCTG  and  progesterone  on  Mil  in  t  ig gest  a  modulat  in g  role  tor 
progesterone  fry  t  a  :  i  1  1 1  .it  in;  t  v  effects  of  hCG  at  higher  levels 

of  progesterone.  A  paper  has  . . .  submitted  for  consideration 

for  put)  I  i  cat  ion. 


STATUS  : 


V  A 


TITLE:  Randomized  Trial  of  Ambulation  vs  Oxytocin  tor  Labor 

Enhancement 

PRINCIPAL  INVESTIGATOR:  LTC  John  A.  Read,  MC 

PROFESSIONAL  ASSISTANTS:  LTC  Edward  E.  Da show,  MC 

MAJ  Frederick  H.  Coleman,  MC 

WORK  UNIT  NO:  83/02 


TECHNICAL  OBJECTIVE 


To  compare  the  efficacy  of  ambulation  vs  oxytocin  in  cases  of 
dysfunctional  labor  or  so  called  dystoc i a  . 


METHOD 


Approximately  100  patients  with  demonstrated  failure  to  progress 
in  labor  for  one  hour,  at  least  4  cm  dilated,  and  who  are  felt  to 
require  augmentation  of  labor  are  eligible  for  the  study.  The 
membranes  shall  have  been  ruptured  and  direct  internal  fetal 
monitoring  in  use.  The  vertex  shall  be  applied  to  the  cervix 
and  there  will  be  no  evidence  of  fetal  distress.  The  patient 
should  not  have  received  analgesia  or  sedations  for  at  least  one 
hour  and  should  not  be  drowsy  or  exhausted.  The  patient  will  be 
placed  on  the  fetal  monitor  in  the  right  or  left  lateral  decubitus 
position.  A  30-minute  observation  period  will  be  undertaken 
during  which  time  uterine  activity  will  be  quantified:  uterine 
activity  units  on  line,  Montevideo  units;  contraction  frequency; 
intensity  and  baseline  tonus;  fetal  heart  rate  pattern  and  vari¬ 
ability;  and  progress  in  ef facement,  dilation,  and  station. 

Group  I  (ambulation):  Using  either  a  cable  or  2-channel  telemetry 
the  patient  will  assume  the  vertical  position.  She  will  be  able 
to  walk  at  will  within  the  range  of  the  cable  or  telemetry,  and 
will  be  able  to  sit  or  visit  the  bathroom  as  required.  Exams 
will  be  conducted  at  the  end  of  one  and  two  hours.  The  parameters 
stated  above  will  be  noted.  The  study  will  be  interrupted  for 
delivery,  maternal  or  fetal  distress,  or  maternal  exhaustion .  If 
after  2  hours  no  progress  has  occurred,  the  patient  will  be 
returned  to  bed  and  oxytocin  utilized.  It  good  progress  is 
being  accomplished  and  patient  wishes  to  continue  ambulation, 
she  may  do  so  . 

Group  II  (oxytocin):  Continuous  IV  infusion  of  oxytocin  will  beyin 
at  0.5  mu/min  and  be  increased  every  15  min  until  contractions  are 
every  2  1/2-3  min  and  >50  mmHg  in  intensity.  Patient  will  be  in 
the  right  or  left  lateral  decubitus  position  and  the  above  noted 
parameters  will  be  measured.  If  at  the  end  of  two  hours  there  is 
no  progress  and  other  conditions  are  met,  the  patient  will  be 
given  the  option  to  ambulate. 


1  51 


Randomized  Trial  of  Ambulation  vs  Oxytocin  tor  Labor  Enhancement  - 
Read 


Length  of  labor,  time  from  study  entry  to  delivery,  type  delivery, 

1  and  5  min  Apgar  scores,  cord  blood  gasses,  maternal  pain  percep¬ 
tion,  newborn  weight  and  neonatal  problems  will  be  noted  in 
addition  to  previously  mentioned  parameters.  Appropriate  statistical 
analysis  will  be  performed. 


PROGRESS 

(82  10  -  83  09)  No  patients  have  been  entered.  Subject  entry 
will  begin  in  November  1983. 


STATUS:  (O) 


TITLE: 


Impact  on  Fetal  Monitor iny  on  the  Premature  Infant 


PRINCIPAL  INVESTIGATOR:  COL  David  Sa'Adah,  MC 

PROFESSIONAL  ASSISTANTS:  COL  Joseph  Sakakini,  MC 

MAJ  Alexander  Smythe,  MC 
D.  A.  Luthy,  M.D. 

E  .  H  .  Larson  ,  M.D. 

K .  K  .  Shy,  M .D. 

G.  VanBelie,  M.D. 

WORK  UNIT  NO:  80/48 


TECHNICAL  OBJECTIVE 

To  analyze  the  effects  of  electronic  fetal  monitoring  versus 
traditional  auscultation  in  infants  of  very  low  birth  weight 
with  respect  to  the  following  endpoints:  (1)  perinatal  mortality; 

(2)  perinatal  morbidity  including  Apgar  scores,  acid-base  status 
at  birth,  and  frequency  of  intracranial  hemorrhage;  (3)  maternal 
morbidity  including  rates  of  cesarean  section;  (4)  infant 
neurological  and  psychomotor  development  to  one  year  of  age; 

(5)  provider  satisfaction;  (6)  consumer  satisfaction;  (7)  medical 
decision  making;  and  (8)  cost  effectiveness  analysis. 


METHOD 

Follow-up  will  be  performed  on  infants  who  have  had  fetal  monitor¬ 
ing.  Those  fetuses  which  have  had  electronic  fetal  monitoring  and 
fetal  scalp  blood  sampling  done  will  be  followed  and  compared  to 
randomized  traditional  auscultation  fetal  heart  rate.  Comparisons 
of  fetal  outcome  and  well-being  will  be  made.  A  comparison  will  be 
made  of  infants  <1100  gm  and  ■1100  gm .  Infants  will  tie  followed 
and  evaluated  for  evidence  of  retardation,  cerebral  palsy,  and 
hearing  Loss  at  6  months,  l  year,  1  1 ‘ l  years,  and  2  years. 


PROGRESS 

(82  10  -  8  3  04  )  1’nis  i  it  o'  u-o  1  is  !  'i  in;  1.  me  in  ■  ’  >  *  r  i  ,  u ' .  »  i  ’  *  ,  t  n 

several  other  hospitals.  Sub  ]eet  r  y  tie  -  imp  . . . ,  mi 

the  subjects  are  now  in  t  fie  t  o  1  I  <  ■  w-  .  p  ;  •  ■  r  t  :  wh  i  •  wt  1  I  infinite 
for  approx imate  1  y  18  more  months. 

STATUS:  (O) 
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TITLE:  Fetal-Maternal  Hemorrhage  in  First  Trimester  Abortion 

PRINCIPAL  INVESTIGATOR:  CPT  Andrew  P.  Soisson,  MC 

PROFESSIONAL  ASSISTANTS:  LTC  Edward  E.  Dashow,  MC 

CPT  WilLiam  J.  Watson,  MC 

WORK  UNIT  NO:  83/49 


TECHNICAL  OBJECTIVE 

To  compare  the  Kleihauer  Betke  (KB)  technique  versus  the  maternal 
serum  alpha  fetal  protein  level  in  determining  the  incidence  of 
fetal  maternal  hemorrhage  in  first  trimester  abortions  and  whether 
this  hemorrhage  is  increased  by  suction  curettage. 


METHOD 

Sixty  (60)  consecutive  patients  admitted  for  spontaneous  abortion 
will  be  enrolled  in  the  study.  Presuction  blood  draw  (15-20  ml) 
will  include  a  maternal  serum  alpha  fetal  protein  level  as  well 
as  a  sample  for  KB  analysis.  This  will  be  repeated  30  minutes 
after  suction  curettage.  An  alpha  fetal  protein  level  will  be 
obtained  three  months  post  abortion.  This  study  will  include 
only  those  women  in  the  first  12  weeks  or  the  first  trimester  of 
pregnancy.  The  only  patients  excluded  from  this  study  will  be 
those  past  12  weeks  gestation. 


PROGRESS 

(83  03  -  83  06)  This  protocol  was  terminated  due  to  an  inability 
to  obtain  the  three  month  post  abortion  samples. 


1'11'EE:  Haterna  1  I  Incon  j  uya  t :  •->  i  i  Estr  i  •  !  a  ;  i  1-"  r  •  *«  1  1  *  •  t  or  <  >t  r"  ■  - 1  i  ; 

Lurr  j  Mat  u  r  i  t y 

PRINCIPAL  I NVES  1  [GATOR:  ('PI  William  S.  Stovall,  MC 
PROFESSIONAL  ASSISTANT:  LTC  Edward  I,  .  Dasliow,  MC 
WORK  UNIT  NO:  HI  d  i 


I’ECHN  I  CAL  OH, I  KO  I  1  VE 


To  determine  it  there  is  a  cot 
uncon j uyated  estriol  and  total 
ratio  . 


1  it  ion  bet  w«--mi  maternal  levels  ot 
tin.)  maturity  as  determined  by  L/S 


M  E  I  toil 


A  maternal  blot  >d  uncon  )  u  pit  ed  **st  r  i<>l  level  will  be  obta  i  ned  on 
all.  obstetrical  patients  who  have  amniocentesis  tor  routine 
obstetric  indications,  determining  ret  il  lung  maturity  by  L/S 
ineasureint’iLs  in  patients  with  premature  labor  or  prior  to  elective 
repeat  cesarean  sections.  This  will  tie  done  with  approximately 
3D  or  more  patients  and  the  data  inalyzed  to  see  if  there  is  a 
significant  correlation  between  maternal  estriol  levels  and  L7S 
ratio. 


PROGRESS 

( H  2  1  0  -  8  3  09)  A  total  of  141  patients  who  met  the  crit.eri  i 
has  been  entered.  Estimated  gest at iona l  age  has  been  determined 
from  first  and  second  trimester  ultrasounds.  Biparietal  diameters 
obtained  at  the  time  ot  amniocentesis  have  been  collected  f  u- 
correlation  with  K  j  and  I.  'S  rati  is.  The  preliminary  lata  show 


that  patients  fall 

into  one 

of 

t  h  t  ee 

mature  ,  L/S  ( > 

2  /  1  )  /E  jg  1 
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2/1  )/Ey.  l 
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n  =  7  0 

immature  ,  L/S  I 

;  <  2  /  i  i/e p 

l  s 

,  n  =  27 

Then.3  have  been  no  patients  with  an  immature  L/S  and  in  Ep  IS. 

At  this  point  the  following  conclusions  can  be  made  concerning 
the  patients  studied.  (1)  An  E  j  ■  1 S  is  loot,  predictive  of  an  L  S 
ratio  of  2/1  or  greater.  (2)  An  Ep  IS  is  useless  for 
de  term  i  na  t.  i  on/pred  i  c  t  ion  ot  l./S  ratio. 


STATUS:  f  ( ) ) 
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TITLE:  The  Effect  of  Maternal  Glucose  Administration  on  Neonatal 

Hypog lycem  La 


PRINCIPAL  INVESTIGATOR: 
PROFESSIONAL  ASSISTANTS: 

WORK  UNIT  NO:  8  1/10 


CPT 

Willi  am 

J  .  Wat  son , 

MC 

COL 

Stephe  n 
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,  MC 

ETC' 

Edward 
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MC 

CPT 
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TECHNICAL  OBJECTIVE 


To  determine  whether  glucose  solution  given  to  a  patient  in  labor 
(now  standard  practice)  results  in  significant  hypoglycemia  in 
the  immediate  newborn  period. 


METHOD 

Sixty  (60)  normal  term  patients  without  complications  who  are  in 
active  labor  will  be  enrolled  in  this  study.  A  history  of  food 
intake  during  the  past  6  hours  will  tie  taken.  Those  patients 
who  wish  to  eat  during  labor  will  be  excluded  from  or  removed 
from  the  study.  An  initial  serum  glucose  hemoglobin  A  ^  <g  and 
basal  insulin  will  be  obtained.  The  patient  will  then  be  ran¬ 
domized  to  receive  Ringer's  lactated  solution,  Ringer's  dextros 
lactated  solution,  or  normal  saline  (control  group).  The  fluids 
will  ne  administered  in  the  usual  manner  with  monitoring  of  the 
total  intake  and  urinary  output.  At  the  time  of  delivery,  a 
cord  blood  will  be  obtained  for  glucose,  insulin,  and  lactate. 
Maternal  blood  glucose  will  also  be  obtained  on  the  mother  while 
still  in  the  delivery  room.  A  heel-stick  glucose  determination 
will  be  obtained  on  each  newborn  at  45  and  90  minutes  after 
del  i very  . 


PROGRESS 

(81  10  -  8  1  1  Z)  Eight  patients  were  entered  with  no  adverse 

reactions.  The  protocol  was  then  terminated  because  the  exact 
same  study  was  published  in  the  literature. 


STATUS:  (  I’) 
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T  1  l’LE  : 


Neon d  t-_.il 


Use  ot  i  Syringe  .imi  Hi  uni  Kilter  tor  ' 
Trans t  us  i  •  »ns  . 


PRINCIPAL.  INVESTIGATOR:  C’PT  Dennis  Urban,  MSC 

PROFESS IONAl  ASSISTANTS:  Mar  Lone  Hart  ram,  M .T  . 

De  hires  Di L  k  s ,  M  .T  . 
Roll  l  s  Sm  1  L  ti  ,  M  .  T  . 


WORK  UNIT  NO:  82/04 


TECHNICAL  OBJECTIVE 

To  provide  he  t.ter  utilization  ot  Group  o ,  Rh  negat  i  ve  ret  Mood 
cells,  when  small  amounts  ( 10—20  ml)  are  needed  tor  neonatal 
replacement  transfusions .  The  investigators  will  at  tempt  * 
obtain  (a)  the  incidence  ot  culture  positive  fresh  ! r ozen 
plasma  ( K  F  P )  on  whole  blood;  ( i >  >  correlation  with  neonatal 
bacteremia/ sept  iceini  a;  and  ( c  )  comparison  of  blood  utilization 
rate  with  now  an  i  oi  l  methods. 


MK  l’HOU 


Thirty  (30)  mi  syringes  will  l»*  tilled  with  8  ml  t.  rush  AH  plasma 
tnd  f  rozen  in  a  sealed  plastic  bag  .  When  blood  is  needed,  syringe 
will  be  thawed  and  16  ml  of  o  negative  picked  red  blood  cel  Ls  will 
he  added  and  mixed.  Syringe  will  be  issued  with  an  1 8 -mi cron 
syringe  blood  filter.  Exact  amount  of  FFP  and  packed  red  blood 
cells  may  be  adjusted  to  provide  whole  blood  with  a  hematocrit 
of  6S* .  All  syringes  ot  thawed  FFP  or  units  of  reconstituted 
whole  blood  will  be  cultured  for  sterility  and  the  NICE  notified 
immediately  of  positive  culture  results.  All  transfused  infants 
would  be  evaluated  when  FFP  or  reconst  i fated  blood  is  culture 
posi  live. 


PROGRESS 


(  82  09  -  HI  09)  This  study  showed  that  t  h 
blood  filter  was  a  satisfactory  method  for 
fusion  when  a  small  amount  is  needed. 


US"  of 
neons t  a  1 


syringe  and 
t  r  a  n  s  - 


STATUS:  (D) 
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TITLE:  Social  Support  Resources;  ind  t  he  Impact  of  \  Guild's 

[  1  l  tie*  s  s  or  Disability  on  tin-  Kamil/ 

PR  I  NCI  PM  INVEST  IGATuR:  MAJ  Heat  tier  S.  Daniels,  MC 

PROFESSIONAL  ASSISTANTS:  Denise  !..  Schmutte,  i’h.b. 

Pac  i  t  ic  Lutheran  Kn  i  vers i t y 


WORK  UNIT  NO:  8  1/34 


T EC H N I C A L  OBJ  KCT I  V LS 


To  assess  t he  impact  of  the  child's  chronic  illness  or  disability 
on  the  family;  to  assess  the  extent  of  the  social  support  avail¬ 
able  to  parents  in  this  situation;  to  assess  the  relationship 
between  the  availability  of  social  support  and  the  impact  of 
illness  on  the  family;  and  to  compare  the  levels  >f  support  and 
coping  in  military  and  civilian  families  as  it.  relates  to  adjust¬ 
ment  to  the  child's  stability. 


MKT HOD 

Thirty  families  will  be  followed  over  the  first,  three  months 
after  the  initial  diagnosis  of  a  child's  illness  or  disability. 

To  serve  -.s  a  control  group,  30  families  with  children  matched 
as  to  age,  sex,  number  of  sibiliny,  and  socioeconomic  status 
will  also  be  followed.  The  following  instruments  will  be  used 
to  collect  data:  a  demographic  data  sheet;  a  social  relationships 
scale,  an  L-22  to  assess  parents'  emotion  and  physical  stress 
reactions;  a  dyadic  adjustment  scale;  a  social  competence  scale, 
Conner's  Teacher  Rating  Scale,  and  a  patient  adjustment  rating. 
Three  months  after  the  initial  contact,  subjects  will  be  asked 
to  complete  the  instruments  a  second  time.  After  completion  of 
the  second  contact,  staff  members  will  be  asked  to  complete  the 
patient,  adjustment  ratings. 


PROGRESS 


(83  02  -  83  09)  This  protocol  was  terminated  because  of  an 
inability  to  find  local  patients  fitting  the  restrictions  in  an 
adequate  nubmer. 


i  t  : 
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STATUS  : 


TITLE:  Phototherapy  for  Idiopathic  Hype rta i I i r ub i nem i a  of  the 

Newborn:  Comparison  of  Patient  Response  to  Different 
Irradiance  Doses 

PRINCIPAL  INVESTIGATOR:  CPI  Alan  G.  Getts,  MC 

PROFESSIONAL  ASSISTANTS:  LTC  Gary  Pettett,  MC 

MAS  Philip  V.  Marinelli,  MC 
CPT  Angelina  LePaye,  MC 

WORK  UNIT  NO:  83/74 


TECHNICAL  OBJECTIVE 


To  compare  two  phototherapy  regimens  in  the  treatment  of  idiopathic 
hyperbilirubinemia  of  the  newborn  (IHN).  Items  to  be  compared 
are:  serum  bilirubin  decrease  during  phototherapy,  duration  of 
phototherapy  required  to  resolve  IHN,  and  complications  of  photo¬ 
therapy.  The  specific  goal  is  to  determine  a  preferred  regimen. 


METHOD 

Fifty  (50)  infants,  >_37  weeks  gestation,  appropriate  for  gestational 
age,  who  develop  idiopathic  hyperb i 1 i rub i nemi a ,  will  be  studied. 
Hyperbilirubinemia  needing  treatment  will  be  defined  as  total 
serum  bilirubin  greater  than  10.0  mq./dl  within  the  first  48  hours 
of  Life  or  greater  than  12.0  within  the  first  72  hours  of  life. 

Infants  with  other  medical  problems  will  oe  excluded  from  the 
study.  Infants  will  be  randomized  into  two  treatment  groups. 

Group  I  patients  will  receive  phototherapy  in  a  dosage  of  4-6  micro- 
watts/cmvnm  at  the  specific  wave  lenths  that  are  active. 

Group  II  patients  will  receive  between  10  and  12  m i crowat t s/cm^/nm . 
Phototherapy  will  be  delivered  using  two  identical  Olympic  Bili-Lites. 

Dosage  delivered  will  be  changed  by  varying  the  combinations  of 
fluorescent  bulbs  in  the  two  bili-lites.  The  dosage  delivered  will 
be  measured  using  the  Air  Shields  PR  III  Phototherapy  Radiometer. 
Measurements  will  be  made  every  eight  hours.  Laboratory  data  to 
be  collected  will  be  an  initial  total  and  direct  bilirubin,  hemat¬ 
ocrit,  direct  Coombs'  and  blood  type.  Serial  total  and  direct 
bilirubins  will  be  drawn  4,  12,  24,  48,  and  72  hours  after  the 
initiation  of  phototherapy.  All  samples  will  be  drawn  by  heelstick. 


PROGRESS 

(83  09  -  83  09)  Three  patients  were  studied.  No  problems  have 
been  encountered. 


STATUS:  (O) 
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WORK  UNIT  NO:  8  2/38 

TECHNICAL  OBJECTIVE 

To  establish  whether  or  not  foLinic  acid  can  significantly  reduce 
reported  incidence  of  34'*  neutropenia  and  12*  thrombocytopenia  in 
cnildren  treated  with  Trimethoprim-sulfamethoxazole. 

METHOD 

Pediatric  patients  diagnosed  as  having  acute  otitis  media  or 
urinary  tract:  infections  would  be  treated  with  Trimethoprim- 
sulfamethoxazole  (T-S)  in  one-  group  and  T-S  plus  folinic  acid  in 
a  second  group.  Dosage  would  be  40  mg/kg  per  day  for  T-S  and 
0  .5  mg/kd  per  day  for  folinic  acid  divided  in  two  daily  doses 
and  given  over  a  ten  day  period.  Patients  would  be  randomized 
and  selected  to  be  in  one  or  the  other  group  with  the  T-S  plus 
folinic  acid  as  an  experimental  group.  Druys  would  be  given  in 
such  a  fashion  as  to  achieve  a  double  blind  study.  Results 
would  be  obtained  by  drawing  a  baseline  CBC  and  another  on  the 
final  day  of  treatment.  Anyone  developing  neutropenia  would  be 
followed  further  with  CBC’s  until  resolution  of  neutropenia. 

Count  of  medication  left  over  would  be  undertaken  at  the  end  of 
treatment  to  determine  compliance  level.  The  final  step  would 
be  statistical  analysis  of  data.  A  minimum  of  10  subjects  would 
be  studied  in  each  group. 

PROGRESS 

(82  03  -  82  09)  Seven  patients  in  the  fol inic  acid  group  and 
12  patients  in  the  control  group  have  completed  the  study.  All 
patients  responded  satisfactorily  to  therapy.  Platelet  counts 
were  normal  before  and  after  therapy  in  both  groups.  The  control 
group  demonstrated  a  mean  decrease  in  absolute  neutrophil  count 
( ANC )  of  61.9*  with  a  50*  incidence  ot  neutropenia.  Two  patients 
developed  an  ANC  1 000  .  The  test  jroup  de non st  r  1 1 ed  only  i  24.5* 
decline  (mean)  in  ANC  with  a  14*  incidence  of  neutropenia. 

A  paper  presenting  the  results  of  this  study  to  into  has  been 
selected  as  a  finalist  in  ttie  Howard  Johnson  Award  tor  Housest  if! 
Research  to  be  presented  at  the  Annual  Tr i-Serv i oe  fed i  it  t  ic 
C  inference  in  March  1  >84. 

STATUS:  (ot 


TITLE : 


Mechanical  Ventilation  ot  Newborn  Premature  Lambs:  The 
Effect  of  Frequency,  I:K  Ratio,  PIP,  and  PEEP  on 
Oxygenation  and  Ventilation 


PRINCIPAL  INVESTIGATOR:  MYT  Philip  V.  MarineLLi,  MC 

PROFESSIONAL  ASSISTANTS:  LTC  Gary  Pettett,  MC 

MAJ  Stanley  P.  Liebenbery,  VC 
CPT  Richard  MeidelL,  MC 

WORK  UNIT  NO:  82/26 


TECHNICAL  OBJECTIVE 


To  prospectively  evaluate  the  effect  of  ventilator  setting, 
specifically  frequency,  I:E  ratio,  PIP,  and  PEEP,  on  arterial 
oxygenation  and  minute  ventilation  in  premature  newborn  lambs. 

METHOD 

Premature  or  term  lambs  ( 12  5—1  i 5  days  gestation)  will  be  delivered 
via  C-section,  intubated  with  cuffed  endotracheal  tubes,  paralyzed 
with  pavulon,  and  ventilated  with  the  Sechrist  ventilator.  All 
animals  will  have  prophylactic  chest  tubes  inserted  bilaterally 
to  prevent  symptomatic  pneumothor aces  during  the  experiment. 
Catheters  will  be  placed  in  the  descending  aorta  through  femoral 
artery  cutdowns.  The  aortic  blood  pressure  will  be  maintained  at 
50-70  mm  of  mercury  by  infusions  of  maternal  blood  and/or  lactated 
Ringer's  solution.  Initially,  ventilator  settings  will  be  a  rate 
of  30,  inspiratory  time  of  1  sec,  expiratory  time  of  1  sec,  and 
sufficient  PIP  and  PEEP  to  deliver  an  adequate  tidal  volume  while 
maintaining  a  normal  PaC>2  and  PaCC)2  .  The  sequential  changes  in 
rate  will  be  made,  maintaining  the  baseline  PIP  and  PEEP.  At  the 
completion  of  each  change,  the  fetus  will  be  returned  to  baseline 
until  values  are  stabilized  before  proceeding  to  the  next  step. 
Subsequent  changes  in  I:E  ratio,  maintaining  a  constant  rate  PIP 
and  PEEP,  will  be  studied.  The  fetus  will  be  returned  to  baseline 
settings  between  each  step.  Third,  changes  in  PIP  will  be  employed 
with  a  constant  rate,  constant  I:K  ratio,  and  a  constant  PEEP. 
Finally,  changes  in  PEEP  wilL  be  determined  by  maintaining  a 
constant  rate,  a  constant  I:E  ratio,  and  a  fixed  peak  inspiratory 
pressure.  Arterial  blood  gases  will  be  determined  prior  to  and 
immediately  following  each  portion  ot  the  experiment.  Lung  tissue 
will  be  obtained  from  each  lamb  for  microscopic  examination. 


PROGRESS 


(82  OH  -  83  09)  Four  sets  of  twins  were  lost  secondary  to 
maternal  anesthesia.  Five  term  sheep  were  utilized;  no  premature 
sheep  were  used  because  of  mating-time  schedule  difficulties. 

Only  rudimentary  data  were  collected.  Procedures  performed  were 
cannulation  of  vessels,  blood  pressure  recording,  heart  rate, 
tr anst ontane 1 1 e  manometries,  and  placement  of  intravascular 
Clark  electrodes. 


STATUS:  (O) 
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TITLE:  Mean  Airway  Pressur  e :  S  i  i  t  i  Dur  i  a  i  M>--  -t.  mi-1  •  1 
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PROFESSIONAL  ASSISTANTS:  ETC  Gary  IVl.t-tt  ,  MC 
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TECHNICAL  OBJECTIVE 


The  specific  aspects  of  the  respiratory  cycle  during  mechanical 
ventilation  which  allow  optima!  pas  exchange  are  controversial . 
Recently,  the  concept  of  mean  airway  pressure  as  a  composite  of 
all  pressures  has  Seen  employed .  It  has  Seen  shown  that  mean 
airway  pressure  correlates  directly  with  oxygenation.  Tire  pur¬ 
pose  of  this  study  it  to  examine  trie  effect  of  various  von  t  i  1  a  tor 
settings  on  gas  exchange  while  maintaining  a  constant  mean  airway 
pressure . 


M_ETH<  tU 

All  neonates  requiring  intermittent  mandatory  ventilation  will  be 
eligible  tor  the  study  .  Indications  for  mechanical  ventilation 
will  be  based  on  t  he  standard  criteria  (R.aCo2'>60  Torr,  pH<  7.2  5 
and/or  jP02--  50  Torr,  K  ,0-,  >  0  .f> .  A  pressure  limited  time-cycled 
ventilator  will  be  used.  P 1 P ,  PK.KP  inspirttory  time,  flow  rate, 
ventilator  rate,  and  F j02  will  be  adjust'd  to  provide  a  Pa02  of 
5D-R0  Torr  ml  a  RdGo2  00  Torr,  pH  of  .  JO-  7.40.  The  initial 
:  -mhinit  ion  of  set  t  inqr  produc  t  ng  t  Ires.-  values  will  be  taken  as 
the  baseline  ventilator  settings.  Mean  airway  pressure  will  be 
me  a  f5u  red  from  the  T  piece  ot  the  ventilator  circuit  using  a  prox¬ 
imal  airway  ventilator  monitoring  system  which  provides  a  constant 
digital  display  of  the  mean  airway  pressure  by  sampling  proximal 
airway  pressures  every  in  mmsee  and  averaging  these  values  over 
time.  After  achieving  a  steady  state  on  baseline  ventilator 
settings,  an  arterial  blood  sample  will  be  obtained  and  the 
following  sequent  ial  changes  will  be  made  on  the  ventilator: 

Experiment  1  :  PIP  increase'!  by  .’Ot  ot  basel  i  no  value  and 
dur  it.  ion  of  positive  pressure  (inspiratory  t  i  me  )  will  be  decreased 
in  order  t .  >  irhieve  the  same  basel  i ne  mean  airway  pressure .  The 
other  ventilator  settings  will  be  maintained  at  baseline  value. 

All  sc  t  t  i  ng  s  will  then  be  re  t  u  r  ne.  1  to  t  tie  initial  ba  s  1  i  ne  v.i  1  uos  . 

Experiment  II:  PIP  will  be  decreased  by  20*  ot  basel i ne  value 

and  inspiratory  time  will  be  increased  to  maintain  a  constant 
ne  in  airway  pressure;  the  other  vent  i 1  at  or  set  r  i n  js  will  be  held 
■'instant  . 

Following  a  lb  min  equilibration  period,  art  er  t  a  b  l  >  ■>■  >. !  j.is  w  i  1 
he  sampled.  Vital  signs  will  t »•  ■  '"ttinuiusy  monitored.  In 
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Mean  Airway  Pressure:  Significance  During  Mechanical  Ventil  t ion 

in  Neonates  -  Marinelli 


addition,  a  transcutaneous  PO2  monitor  will  be  used  to  insure 
that  no  detrimental  increase  or  decrease  in  Pa02  occurs  as  the 
result  of  experimental  changes.  This  sequence  will  be  followed 
in  the  first  24  hours  of  the  infant's  life  and  repeated  during 
the  second  and  third  day  in  order  to  observe  whether  the  natural 
change  in  compliance  of  the  lungs  will  change  the  significance  of 
mean  airway  pressure. 

Each  of  the  infants  wilL  serve  as  its  own  control.  Statistical 
analysis  of  pH  and  PaC>2  and  PaCC>2  will  be  performed  utilizing 
Student's  t  test  for  paired  data.  The  aAP02  gradient  will  be 
calculated  from  each  of  the  blood  gas  results  in  order  to 
standardize  PaC>2  values  over  a  range  or  concentrations. 

These  ratios  will  be  analyzed  by  the  means  of  the  t  test  for 
pa i red  data  . 


PROGRESS 

(82  09  -  83  09)  Data  was  collected  on  IS  infants  with  no  adverse 
effects.  No  data  analysis  has  been  done. 


STATUS : 
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TECHNICAL  OBJECT  I VK 

To  evaluate  Modi  tied  Immune  Serum  Global  in  tMISG)  as  an  adjunct:  to 
antimicrobial  therapy  in  t  tit-  treatment  ot  neonatal  Group  B  strepto 
cocci  (CBS)  disease.  This  protocol  will  analyze  the  ability  of 
M i SG  to  elevate  neonatal  IgG  levels  and  will  specifically  look  at 
pro  and  post  M l KG  sera  tor  evidence  ot  increased  activity  against 
Group  B  streptococci  using  '  >•'  r  J  »  assays  for  opsonic  ant  ibody  . 


METHOD 


Human  MISG  will  be  screened  to  ensure  activity  against  several 
strains  of  GBS  and  one  lot  of  S*  MISG  will  be  selected  and  us".i 
throughout  the  study.  Neonates  who  have  a  clinical  diagnosis  of 
suspected  or  proven  sepsis  will  be  evaluated  and  treated  in  tin1 
standard  fashion  and  will  also  receive  MISG.  Infants  thought  to 
be  in  need  of  blood  products  will  be  excluded  from  the  study  . 

All  infants  will  have  cultures  for  bacterial  pathogens  taken 
prior  to  antibiotic  or  MISG  therapy  which  will  include  umbilical, 
gastric  aspirate,  urine,  blood,  and  cerebral  spinal  fluid.  A 
2.D  ml  blood  sample  ( pre  spec  i  m*  •  n  )  will  :>.•  obtained  just  prior  to 
starting  antibiotics  and  MISG  therapy.  A  second  2  .()  ml.  specimen 
will  be  obtained  2  hours  after  the  complet  ion  ot  MISG,  infusion  and 
again  at  1,  2,  1,  and  6  weeks  after  t  he  infusion.  The  material 

will  be  given  as  5*  human  MISG  in  a  1  O'*  malt  -se  sol  ut  ion  .  The 
dose  will  tie  250  mg/kg  or  S  ml/kg  to  be  jiven  as  a  10  minute 
infusion.  Standard  supportive  cars*  will  be  given  to  all  other 
neonates  treated  for  proven  or  suspect  e.)  .epsis.  All  patients 
receiving  MISG  will  be  require,.!  to  have  ■  nit  t  emperat  tie , 

heart  rate,  and  respiratory  monitoring.  P  it  ient  s  with  an  umb i 1 <  1 

artery  catheter  will  have  continuous  id1  munt  wing.  If  not  ,  BP 
by  the  Doppler  method  will  be  obtained  bet  -re  infusion,  every 
IS  minutes  at  l.cr  iniusion  for  at  least  *  bout  s,  and  then  every 
hour  for  at  least  24  hours.  urine  volume,  pr  Hein,  mu  reducing 
substances  will  be  measured  at  each  void  t  t  t  he  t  li  st  24  hours 
after  MISG  administrat  ion.  Serum  sodium,  pot  i.cuum,  BUN,  chloride 
calcium,  glucose,  and  osmolality  along  with  hematocrit  ,  herno  j  1  ob  i  n 

platelets  a n  1  white  blood  cell  count  wilt,  lifterenfi.il  will  be 
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obtained  before,  2  hours  after,  and  twice  weekly  lot  2  weeks 
following  the  infusion.  Alter  the  blood  specimen  is  obtained, 
the  serum  will  be  separated  and  stored  at  -70°C.  Immunoglobulin 
levels  will  be  determined  by  standard  immunodiffusion  assay  and 
opsonic  antibody  to  GBS  will  be  measured  using  the  bactericidal 
opsonophagocy t ic  assay  currently  used  in  the  MAMG  lab.  In  addi¬ 
tion,  a  chemiluminescent  assay,  which  measures  activation  of  the 
hexose-monophosphate  shunt,  is  being  developed  and  will  be  uti¬ 
lized  to  measure  functional  antibody  to  GBS.  All  patients  will 
be  followed  for  a  minimum  of  6  weeks.  The  infants  wilL  be  eval¬ 
uated  for  growth  and  development  and  will  receive  all  standard 
immunizations  and  care. 


PROGRESS 

(82  09  -  83  09)  Data  has  been  collected  on  four  patients  at  MAMC 
and  forwarded  to  WRAMC  for  analysis. 

Group-wide,  22  neonates  were  randomly  assigned  to  recieve  either 
250  my/kg  or  500  my/kg  intravenous  immunoglobulin.  Both  groups 
received  antibiotics  and  supportive  care.  Specific  activity 
against  GBS  was  detected  in  intravenous  immunoyolbu 1 i n  using 
several  assyas.  Serum  was  analyzed  for  IgG  and  GBS  specific 
IgG  Dy  comparing  pre  and  post  infusion  samples.  the  500  my/kj 
dose  gave  a  sustained  increase  in  total  .and  GBS  specific  IgG, 
while  250  my/kg  produced  only  a  small  and  transient  rise.  No 
toxicity  was  observed.  Further  studies  seem  warranted  to 
determine  the  value  of  intravenous  immunoglobulin  in  neonates. 

PUBLICATION:  Weissman,  L,  Fischer,  G,  Marinelli,  P:  Intravenous 

Immunoglobulin  Therapy  in  the  Neonate.  A  Study  of 
Pharmacokinetics  and  Safety.  Pediatric  Research 
17(4):  14  1,  1  98  3  . 

PRESENTATION:  A  paper  has  been  accepted  for  presentation  at  the 
American  Academy  of  Pediatrics,  New  York,  New  York,  Oct  83 
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TECHNICAL  OBJECTIVE 

To  determine  it  there  is  malabsorption  in  infants  in  the  intensive 
care  nursery  after  first  feedings  and  if  there  is  predictive  value 
of  impending  necrotizing  enterocolitis  in  those  infants  who  have 
ma 1 absor pt ion. 


METHOD 

A  minimum  of  20  patients  will  be  studied  before  and  after  one  of 
the  initial  feedings  of  formula.  Expired  air  will  tie  obtained 
at  0,  2,  and  4  hours.  In  infants  mechanically  ventilated,  the 
air  may  be  obtained  via  a  one-way  volume.  Non-vent i l ated  infants 
will  have  sampling  obtained  from  a  catheter  nasal  apparatus 
connected  to  a  syringe.  Breath  hydrogen  will  ne  measured  by  gas 
chromatograph  equipped  with  a  reduction  gas  detector. 


PROOF ESS 

(82  09  -  83  09)  The  majority  of  t  ime  has  been  uevoteo  to  setting 
up  equipment  and  standard izat ion  of  procedures.  Ten  intents  are 
scheduled  to  be  entered  in  the  protocol  in  October  1981. 
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TITLE:  Hydrogen  Breath  Analysis  in  Normal  Newborns 

PRINCIPAL  INVESTIGATOR:  COL  Charles  Mitchell,  MC 

PROFESSIONAL  ASSISTANTS:  MAJ  James  S.  Little,  MSC 

CPT  Richard  Meidell,  MC 

WORK  UNIT  NO:  81/108 


TECHNICAL  OBJECTIVE 

To  determine  if  normal  newborns  malabsorb  any  of  their  formula 
feed i ng  s  . 


METHOD 

A  minimum  of  30  patients  will  have  samples  taken  of  expired  air. 
This  will  be  done  using  a  painless  catheter  apparatus  in  one 
anterior  nates .  The  samples  will  be  taken  before  the  first 
feeding,  at  2  hours  and  4  hours.  Breath  hydrogen  will  be 
measured  by  gas  chromatograph  equipped  with  a  reduction  gas 
detector  . 


PROGRESS 

(82  09  -  83  09)  The  majority  of  time  has  been  devoted  to  setting 
up  equipment  and  standardization  of  procedures.  No  infants  have 
been  entered  on  the  protocol . 


STATUS:  (O) 
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TLCH  N  I  CAL.  OBJKCT  IVK 

To  determine  if  ingestion  ot  various  earbohy  j  rates  is  r .  - 1  it.  ed  to 
the  chronic  non- spec  i  t  i  e  d  iarrhea  syndrome ;  trie  hypothes  1  s  tx-ng 
that  malabsorbed  carbohydrates  act  osmot.  i  ca  1  ly  to  i  no  re  iso  t  he 
fluid  content  of  stools  and  that  malahsorhed  molecules  are 
fermented  by  clonic  bacteria  producing  hydrogen;  therefore, 
hydrogen  detected  in  the  breath  ot  previously  fast  mg  patients 
implicates  ma 1 absorpt i on  and  subsequent  diarrhea  . 


ML  I  HOJ) 

Subject  will  be  tested,  f  istin  on  itiree  d  i  I  t  erent.  morn  i  n  js  . 
First  test  -  cereal  given  without  milk,  usiu  s  water  is  \  h>-  fluid 
second  test  -  lactose  as  2  0'*  solution;  third  test  -  sucrose  . 
After  the  feeding  the  breath  will  be  sampled  at  0,  hi),  an:  1  2,1 

minutes.  The  breath  will  be  sampled,  by  i  large  catheter  ms-cte 

into  the  anterior  nanus,  a  finger  pressed  against  the  opy  >  s  i  t  e 
nates.  A  smaller  tube  will  tie  inserted,  into  t  he  larger  ml 
attached  to  a  syringe.  At  miciexpi  rat  ion,  a  few  ml  will  :u 

aspirated  to  a  total  ot  approx  imately  20  ml  md  inset  fl  it.ee  into 

a  vacuum  test  tube.  Breath  hydt  gen  wi  I  1  :>e  meas jred  :>y  gas 

chromatograph  equipped  with  a  redact  ion  gas  detector. 

PROi ;  R  FSS 

t  R  l  Of  -  A  3  OS  )  The  majority  of  tune  has  been  -|.>v<  >t.ni  to  set  t  i  r. 
up  equipment  and  standard  i  /.at  ion  of  procedures  .  Six  infants  turn 
been  entered  on  the  protocol  with  no  adverse  effects. 


STATUS:  (o) 


!  '  ) 


I  I  ILK:  Prevalence  ot  Thyroid  Dystunci  ion  in  Juvenile  onset 

diabetic  Children  and  Its  Relationship  to  lmmunotype 

PRINCIPAL  INVESTIGATOR:  MA.J  Dan  C.  Moore,  MC 

PROFESSIONAL  ASSISTANTS:  None 

WORK  UNIT  NO:  81  '88 


TK CHNICAL  O B J ECT1VK 

To  define  the  percentage  ot  juvenile  onset  diabetic  children  who 
have  thyroid  dysfunction  as  assessed  by  measurement  ot  thyroid 
antibodies,  T4 ,  TjRU,  and  TSH  response  to  TRH  infusion.  HLA 
typing  will  be  done  and  a  correlation  made  between  those  patients 
with  evidence  of  thyroid  autoimmunity  and  dysfunction  and  their 
immunotype  to  see  if  a  subgroup  of  patients  with  juvenile  onset 
diabetes  can  be  identified  by  HLA  typing  who  will  be  at  risk  for 
development  of  thyroid  dysfunction  in  later  life. 

METHOD 

Twenty-five  patients,  18  years  of  age  or  less,  will  have  a  TRH 
test  which  will  consist  of  three  blood  samples  taken  as  follows: 

a.  Baseline  -  for  TSH  T4 ,  TjU,  thyroid  antibodies,  HLA  type 

a  n d  h einog  l  ob  i  n  A  j  C  . 

b.  Injection  of  TRH,  7  uy/kg  TV 

c.  50  minutes  -  blood  sample  for  TSH 

d.  60  minutes  -  blood  sample  for  TSH 

Measurement  of  TSH,  T4 ,  TjU,  thyroid  antibodies,  HLA  type  and 
hemoglobin  AjC  are  accepted  tests  in  the  management  of  the 
diabetic.  The  TRH  test  is  a  standard  test  to  evaluate  fhytoid 
f unct ion  . 


PROGRESS 

(82  08  -  83  09)  Three  patients  were  entered  in  this  study  in 
FY  83  for  a  total  of  eight  subjects.  One  of  eight  diabetics  was 
found  to  have  thyroid  antibodies.  No  abnormalities  were  found 
in  thyroid  function.  Five  of  eight  patients  had  BH  or  BIS  hapt.o- 
type;  however,  the  inability  to  obtain  UR  typing  1 imited  the 
usefulness  of  HLA  typing.  Soma tomed i n-C  was  low  in  one  of  the 
eight  patients  but  did  not  correlate  with  thyroid  or  nutritional 
status.  No  more-  studies  are  planned  due  to  a  lack  of  useful 
information  and  the  low  number  of  pat.  i  tints  willing  to  participate. 


STATUS  : 
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1'KCHN  I  CA1 .  OBJhCTlVK 


To  ili’Mne  t  he  abnormalities  ot  pituitary,  adrenal,  ami  jonadal 
t.  unct.  ion  in  patients  with  precocious  sexual  development  in  order 
to  discern  whether  certain  laboratory  determinations  correlate 
with  cl  inical  stages  of  sexual  precocity  and  can  be  predictive 
ot  subsequent  course;  to  discern  whether  any  of  these  same 
parameters  can  be  used  to  predict  response  to  medroxyprogesterone 
therapy;  and  to  assess  the  relative  effect  of  medroxyprogesterone 
in  suppressing  soma tomed i n-C  tnd  sex  steroids  of  gonadal  vs 
adrena l  or ig l n  . 

MK  thou 

Thirty  patients  with  precocious  sexual  deve  Lopment  ( males  under 
st  years  and  females  under  8  years)  will  :>e  given  a  physical 
examination  rating  ■  >t.  puberty  status  according  to  the  system  of 
Tanner.  Plasma  l.H ,  KSH ,  hg  ,  V  ±  ,  T,  DH  HAS ,  bone  age  films,  am: 
skull  films  will  be  done.  HTaxl  samples  will  be  drawn  for 
soma  tomed  l  n-C  ,  somatomedin  hioassay  ,  A  4  -  a  n  d  r  o  s  t  en  e  d  i  o  n  e  and 
SHHCi  .  Once  a  diagnosis  is  made ,  patients  will  tie  followed  at.  3 
month  intervals  accord i ng  to  standard  procedure.  Those  patients 
in  whom  it  is  clinically  indicated  will  tie  placed  on  medroxypro¬ 
gesterone  therapy  (  1  110-201)  mg  IM  every  2  weeks).  Those  patients 
pLaced  on  med roxy progesterone  will  have  tnit  ial  blood  tests 
repeated  at.  l  and  f>  months  t  •  issess  cl  tccl  of  then  sue. 
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rht'H  N  I_CA 1 .  OBJECT  LVE 

r ;  teach  infant  rususc  i  t.at  ion  pr  >cedures  to  nurses,  nurse 
.'1  i  nicians,  OB-GYN  residents,  and  other  nonped  i at r  Lc  physicians 
who  may  oe  called  upon  to  treat  pediatric  emergencies.  Many 
physicians  ana  paramedics  have  never  had  the  training  oppor¬ 
tunity  to  attempt  intubation  >t  an  awake  living  creature.  The 
kit. ten,  lmmosil  i  zed  with  ketamine  nydrochlor  ide  ,  gives  the 
student  the  opportunity  to  visualize  vocal  cords,  precipitate 
l  ary  ngo  spasm ,  and  learn  t  tie  difficulties  associated  with 
e  m  e  r  .j  e  n  c  y  i  n  t  u  b  a  t.  i  o  n  . 


MKTHUU 

Weaned  kittens,  weighing  0.5  to  1  .0  kj  will  ti>e  used  in  these 
teaching  sessions.  Ketamine  hydrocii  1  or  ide  (22  mg/ky  plus 
atr  opine  sulfate  (0.04  mg/kg  )  will  be  administered  intramuscu¬ 
larly  to  eact  kitten.  Intubation  will  be  performed  with  the 
kittens  on  their  hacks,  using  a  pediatric  laryngoscope,  and 
sizes  rf-14  French  endotracheal  tubes.  Kittens  may  be  used  for 
several  consecutive  weekly  sessions  until  they  grow  too  large 
t  >  be  utiLized.  The  procedure  is  not  harmful  to  the  kittens. 


PROGRESS 

(iiz  09  -  Si  ov  )  This  u  Mir  se  was  given  on  three  occasions  during 
K  Y  9  1. 


Mi,  I  CAT  ION:  lentu  ngs,  P.B.,  A  l  den,  K.R.,  and  Brenz,  R  .W  . : 

A  Teaching  Model  for  Pediatric  Intubation 
Pt  i  1  j  z  i  ny  Kot  am  i  no-Sodat.ed  Kittens, 
fed  i  itncs  5  1:281-84,  1974. 


A  IV. ten  i  nj  Modi' 1  for  Pediatric  Intubation  Utilizing  Ketamine- 
Sedated  Kittens  -  Pettett 


K\H  L  H  L  L 


S  r.ATUS  : 


Aiden,  K.R.  and  Jennings,  P  .H  .  :  Animal  Monels  tor 
Neonatal  Resuscitation. 

a.  Annual  Meeting  of  the  American  Academy  of 
Pediatrics,  Chicago,  IL,  Oct  L97f>. 

Gold  Award  for  Outstanding  Exhibit  tor  Teaching 
Va 1 ue  . 

b.  Annual  Meeting  of  the  American  Medical  Association, 
San  Francisco,  C  A ,  dun  19  7  7  . 

Certificate  of  Merit 

c.  American  Veterinary  Association 
Atlanta,  GA,  Jul  1977. 

d.  Annual  Meeting  ot  the  Association  of  Military 
Surgeons,  Washington,  DC,  Nov  1977. 
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TITLE:  Techniques  of  Advanced  Lite  Support 

PRINCIPAL  INVESTIGATOR:  LTC  Philip  G.  IVUett,  M C 


PROCESS 10NAL  ASS  I STANTS : 


COL  Barry  Wolcott,  MC 

LTC  Stan  Harris,  MG 

LTC  William  A.  Madden,  MC 

MAJ  Steve  Dronen,  MC 

MAJ  Philip  V.  Marinelli,  MC 

MAJ  Stanley  P.  Liobenberq ,  VC 


WORK  UNIT  NO:  8  3/33 


TECHNICAL  OBJECT  IV  E 

To  provide  experience  tor  physicians/nurse  personnel  in  the 
techniques  of  advanced  life  support.  This  program  will  provide 
the  student  with  familiarity  in  the  skills  of  thoracotomy, 
percutaneous/venous  puncture,  arterial  venous  cutdown,  vascular 
line  insertion  and  tracheostomy  placement. 


METHOD 

The  animal  models  will  be  monyreL  dogs.  Each  animal  will  be 
properly  prepared  for  standard  surgical  techniques  oy  shaving 
and  scrubbing.  Surgical  procedures  will  be  performed  in  a  sterile 
manner  with  the  animal  fulLy  anesthetized  and  supported  by  proper 
ventilatory  technique.  Each  animal  will  then  undergo  the  following 
surgical  procedures  using  techniques  currently  in  hospital  practice 
for  humans: 


(1)  thoracotomy  with  pleural  tube  insertion 

(2)  percutaneous  arterial  and  venous  cannulat ion  with  IV  lines 
(  1)  arterial  and  venous  cutdown  with  IV  line  insertion 

(4)  tracheostomy  insertion 

At  the  conclusion  of  the  experiment,  surgicaL  sites  wiLl  tie 
properly  closed  and  the  animal  given  a  lethal  dose  of  barbiturate 
without  being  allowed  to  regain  consciousness. 


PROGRESS 


(33  01  -  33  09)  This  is  a  teaching  protocol  and  is  given  to  all 
Pediatric  residents  on  an  annual  basis. 


.STATUS:  (o) 
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T  I  TLK  :  Neonatal  Hydrotherapy:  An  Adjunct  to  Development  a  l  Early 

Intervention  in  an  Intensive  Care  Nursery  Sett  in j 

PRINCIPAL  I  NVKST 1  (LA  TOR :  MAJ  Jane  K.  Sweeney,  AMSC 

PROFESSIONAL  ASSTS:  LTC  Gary  Pettett,  MC 

CPT  Carolyn  Talent ino,  ANC 

WORK  UNIT  NO:  83/16 


TECHNICAL  OBJECTIVE 

To  describe  the  use  of  hydrotherapy  tor  infants  at  high  risk  for 

neurological  impairment  and  developmental  delay  in  an  intensive 

care  nursery;  measure  the  physiologic  pa  tame  teres  and  behavioral 

state  changes  before,  during,  and  after  aquatic  intervention;  and 

.analyze  the  potential  physiologic  risks  versus  therapeutic 

musculoskeletal  and  behavioral  benefits  in  the  use  of  hydrotherapy 

as  an  adjunct  to  an  i ndividual i zed  developmental  intervention 

program  in  the  neonatal  I  Cll  .  I 

i 

METHOD  i. 


Twenty  (20)  medically  stable  infants  _36  weeks  jestation  will  be 
studied.  Randomization  will  not  be  used  in  the  selection  process; 
rather,  the  total  caseload  will  be  screened  for  medically  stable 
infants  with  abnormalities  in  muscle  tone  and/or  in  behavioral 
s  ate  control  when  handled. 

\  standard  plastic  bassinet,  will  be  used  as  the  neonatal  hydro¬ 
therapy  tub  with  the  water  temperature  prepared  at  37  .  2-  38  .  3°(' . 

An  overhead  radiant  heater  will  lie  placed  over  the  tub  to  decrease 
temperature  loss  in  the  undressed  infant.  Mean  blood  pressure, 
mean  heart  rate,  and  behavioral  state  will  be  measured  at:  3  min 
intervals  during  the  20  min  period  before  aquatic  intervention, 
at  5  min  intervals  during  aquatic  intervention,  at  3  min  intervals 
during  the  20  min  period  after  aquatic  intervention.  The  methods 
of  aquatic  intervention  will  be  compared  in  each  subject :  warm 
water  immersion  by  one  examiner  and  warm  water  immersion  and 
hydrotherapy  techniques  by  two  examiners  (one  at  head/ shoulder 
region  and  one  at  pelvis/lower  extremity  region!.  The  hydrothe¬ 
rapy  techniques  consistent  with  i  lie  Neurodevelopment  Treatment 
Approach  will  involve  midi ino  positioning  of  the  head,  graded 
muscle  tone  normalizing  movements  ot  the  trunk  and  extremities, 
and  proximal  hand  placement.  The  behavioral  stale  of  the  infants 
will  fie  evaluated  and  coded  from  the  standardized  scoring 
system  in  the  Brazelton  Neonatal  Behavioral  Assessment  Scale. 
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TITLE:  Neonatal  Hydro!  herapy :  An  Adjunct  to  Developmental  Early 

Intervention  in  an  Intensive*  Care  Nursery  Sett  i  nj 


PROGRESS 

(82  11  -  83  OH)  Three  infants  were  studied.  A  total  of  twenty 
observations  were  recorded  f rom  the  three  infants.  This  resulted 
in  nine  observations  of  water  immersion  only  and  eleven  observa¬ 
tions  of  water  immersion  and  hydrotherapy  .  Collective  data 
trends  demonstrated  the  following:  (a)  increased  blood  pressure, 
heart  rate,  and  behavioral  state  during  both  forms  ot  aquatic 
intervention;  (b)  decreased  heart  rate  after  hydrotherapy  with 
increased  heart  rate  after  the  sessions  of  immersion  only; 

(c)  smaller  increase  in  blood  pressure  after  hydrotherapy  than 
after  immersion  only;  (d)  maintenance  ot  the  quiet  alert  state 
following  immersion  only.  Hydrotherapy  utilzing  NDT  facilitation/ 
inhibition  principles  with  gentle  graded  flexion  and  rotary 
movements  at  shoulder  and  pelvic  girdle  regions  with  midline 
head  position  resulted  in  Longer  periods  of  sustained  alertness 
and  less  change  in  physiologic  variable  than  the  ten  minute 
sessions  of  warm  water  immersion  only. 

The  risk-benefit  relationship  of  the  effects  'if  hydrotherapy  is 
noted  in  terms  of  potential  physiologic  complications  to  high 
risk  infants  versus  therapeutic  neuromusculoske letal  and  behavioral 
benefits.  These  benefits  included  the  following:  (1)  improvement 
in  abnormal  muscle  tone;  (2)  enhancement  ot  visual  and  auditory 
orientation  responses;  (i)  improvement  in  feeding  behavior; 

(4)  contracture  control;  (  5  )  parent,  part,  i  c  i  pat  i  on  in  therapeutic 
bathing;  (6)  role  release  ot  hydrotherapy  to  the  nursing  staff 
for  evening  and  weekend  carryover;  and  (7)  cost  effectiveness  in 
terms  of  equipment,  time  management,  and  personnel  resources. 


PUBLICATION:  Sweeney,  J.K.:  Neonatal  Hydrotherapy:  An  Adjunct  to 

Developmental  Intervention  in  an  Intensive  Care 
Nursery  Setting;  j_n  Aquatics:  A  Revised  Approach  to 
Pediatric  Management,  The  Haworth  Press,  1983, 
pp  39-52. 


PRESENTATIONS :  Sweeney,  .7  .K  . :  Neonatal  Hydrotherapy:  An  Adjunct 

to  Developmental  Intervention  in  an  Inte  nsive 
Care  Nursery  Setting. 

a.  American  Physical  Therapy  Association  Combined 
See!  ion  Meeting,  Nashville,  TN,  Feb  8  1. 

b.  American  Physical  Therapy  Association  Annual 
Con  f 'irenc*1 ,  Kansas  City,  MO,  .Tun  HI. 

<;  .  Eastern  Regional  Neurodeve  1  opmen  t  a  1  Therapy 
Con  I eronre  ,  Nat  ional  Children’s  Hospital, 
Washington,  DC,  Nov  HI. 

STATUS:  (C) 
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TITLE:  Descriptive  Study  of  Charac*  «»r  i  st  ics  of  .\<iol  ••scent. 

Women  Who  Have  Had  Unplanned  Pregnancies  with  t 
Comparison  Study  of  Those  Who  Have-  Not. 

PRINCIPAL  INVESTIGATOR:  l.TG  Gentry  Yeatman,  Mr 

PROFESSIONAL  ASSISTANTS:  Juvann  M.  Wolff,  R  .  N  . 

WORK  UNIT  NO:  83/80 

TECHNICAL  OBJECT  I  V K 

To  identify  the  high  risk  and  the  low  risk  par  amet "rs  for  teenage 
pregnancies  in  order  to  better  educate  teenage  girls  in  the  area 
of  avoiding  unplanned  pregnancies. 


METHOD 


A  minimum  of  100  adolescent  women  ages  I  4- Is  will  be  provided 
with  a  cover  letter  and  a  questionnaire.  A  quiet,  private  location 
will  be  provided  in  which  to  complete  the  guest i unna l re  . 

After  completion,  the  questionnaire  will  be  placed  in  a  sealed 
envelope  by  the  participant  and  returned  to  the  researcher  or 
receptionist.  The  questionnaires  will  be  collected  and  analyzed. 

The  questionnaire  consists  of  1/  items,  divided  into  eight 
categories:  demographic,  attitude  toward  contraception,  knowledge 
of  contraception,  reproductive  knowledge,  perceived  severity, 
perceived  susceptibility,  perceived  benefits  of  action,  and  a 
self-esteem  scale. 


PROGRESS 

(83  (19  -  83  09)  This  is  a  new  study.  The  logistics  are  being 
worked  out.  No  patients  have  been  entered. 


STATUS:  (O) 
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TITLK:  Analysis  of  Thigh  Girth  Measurement  as  an  Kvaluot  i  ve  Tool 

PRINCIPAL  INVESTIGATOR:  1LT  Stephen  C  .  Allison,  AMSC 

PROP ESS 10NAL  ASSISTANT:  CRT  Kathleen  A.  Westphal,  AMSC 
WORK  UNIT  NO:  83/14 


TECHNICAL  OBJECT  IV K 

To  determine  the  value  of  human  thigh  girth  measurement  as  an 
evluative  tool  in  predicting  asymmetry  in  the  function  of  knee 
flexors  and  extensors  and  to  determine  it  there  exists  an  optimal 
site  for  girth  measurement  in  terms  of  predict i n  j  muscle  function. 

METHOD 


Thirty  adult  will  be  studied.  Ths  patient  must  have  2  cm  or 
more  asymmetry  in  thigh  girth  as  measured  15  cm  proximal  to  the 
superior  border  of  the  patella.  Patients  with  acuta*  injury, 
acute  pain,  acute  knee  joint  effusion  or  limitation  of  active 
motion  exceeding  10°  of  knee  extension  or  100°  of  knee  flexion 
will  be  excluded.  The  data  to  be  gathered  will  include  sex, 
dominant  Limb,  a  brief  history,  thigh  girth  measurements  of  both 
lower  extremities,  and  isokinetic  testing  of  both  knees  for 
flexion  and  extension.  Girth  measurements  will  be  taken  of 
both  thighs  at  1  cm  increments,  beginning  1  cm  proximal  to  the 
superior  patellar  border  and  ending  20  cm  proximal  to  the 
superior  patellar  border.  Measurements  will  be  recorded  to  the 
nearest  half  centimeter  Isokinetic  testing  wiLl  be  done  on  both 
knees  using  the  Cybex  II  dynamometer  and  associated  testing 
apparatus  currently  in  used  in  the  Physical  Therapy  Clinic. 

Each  test  will  be  standardized  according  to  the  Cybex  testing 
manual.  Data  to  oe  obtained  from  the  Cybex  graph  readouts  will 
include  peak  quadriceps  and  hamstring  torques  at  60° /second  and 
number  of  repetitions  to  50%  quadriceps  fatigue  at  180°/second. 
Measurements  will  be  recorded  to  the  nearest  foot-pound.  Pierson 
correlation  coefficients  will  be  obtained  for  the  10  sets  of 
paried  data  representing  each  of  the  20  thigh  girth  levels 
measured.  Asymmetry  at  each  of  the  20  levels  of  thigh  girths 
will  be  tested  for  correlation  with  loss  of  quadriceps  strength, 
hamstring  strengy,  and  quadriceps  endurance.  T-tests  for  signif¬ 
icant  difference  between  coefficients  of  correlation  will  l hen 
be  applied  to  determine  relative  strengths  of  correlation. 

PROGRESS 

(82  11  -  81  08)  Approximately  15  subjects  were  entered  in  this 
protocol.  The  protocol  has  been  closed  at  MAMC  due  to  the 
departure  of  the  principal  investigator.  ('P'r  Allison  has 
had  the  protocol  approved  at  Ft  Riley,  Kansas,  and  will 
continue  to  enter  patients  into  the  study  there. 


STATUS : 


DETAIL  S  H  K  K  T  S 
F  O  K 

PROTOCOLS 


DEPARTMENT  OF  PSYCHIATRY 


I'lTLK:  The  Neuropsychol og i ea 1  Correlates  of  Hype  r  t.  h  / 1  ■  >  1  a  i 

ami  Its  Treatment 


PR1 NC r  PAL  I NVKST  t  GATOR : 

MAJ 

1 ,  1  oyd  1  .  I'ri  pe  , 

MS( 

K  ROFKSS  IONA!,  ASSISTANTS  : 

I.TC 

Gary  Trt.-ece,  M< 

MAJ 

1  .<  >u  is  Ihmg.ir  ) , 

MC 

MAJ 

Ruymon  i  pa r ke r , 

Mi ' 

WORK  UNIT  NO:  8  1  •'  7  S 


TFCHNICAl  OBJFCTIVF 


To  determine  the  neuropsych-  >1  og  i eg  1  correl.tt.es  of  hyperthyroidism 
ana  the  effects  of  treatment  . 


NfOHOIt 

Approximately  30  subject  s  presentin',  with  :..i  di.ijnosis  of  spontaneous 
hyper  thyroid  i  sin,  whose  jnanngement  and  treatment  have  neon  dec  idea 
by  the  primary  physician,  wil 1  he  entered  in  the  study.  Phase  I  - 
will  include  the  administrat  ion  of  the  entire  Ha  1  stead- Re i t an 
Neuropsychological  Test  Battery  during  the  physician's  initial 
diagnostic  work-up.  Phase  I  1  -  Patients  will  ne  randomly  assigned 
to  receive  either  propranolol  ,  40  mg  g.i  .d  .  or  a  placebo.  After 
7-10  days  of  drug  therapy  patients  wi 1 1  again  be  given  the  Halstead 
Reitan  Battery  and  blood  levels  will  be  checked.  Pha se  III  -  the 
test  battery  will  be  administered  for  the  third  time  after  the 
patient  has  been  euthyroid  for  one  month  as  determined  by  TFT . 

Thirty  controls  without  psychiatric,  neuro Log ica 1 ,  or  thyroid  dis¬ 
ease  will  be  matched  with  the  experimental  group  for  age,  sex, 
intelligence,  and  education.  They  will  he  administered  the 
Ha l stead-Re i tan  Battery  on  the  same  schedule  as  t  he  experimental 
group.  Thyroid  status  would  be  determined  at.  each  testing  by 
td' md  levels  tor  hormones.  Hoteling's  Multiple  t -tests  for  mult  i- 
"3i  i  ant  dat  i  will  be  u  t  i  I  i  zed  to  make  comparisons  between  1. 1  <  *_• 
jroups  for  the  throe  testings.  Correlations  with  test,  measures 
and  blood  leva1  Is  wilt  also  be  made. 


PROGRKSS 

( 82  HR  -  H  1  OS)  Two  subjects  were  entered  during  FY  8 3  tor  a 
total  of  eight  subjects.  The  investigators  will  continue  to 
e  n  t.er  s  u  b  j  e  c  t  s  . 


STATUS:  ("> 


1  H  / 


TITLE:  Psycholoy  ical  Variables  Related  to  Childbirth  and  Early 

Infant  Development 

PRINCIPAL  INVESTIGATOR.  MAJ  Anthony  C.  7,old,  MSC 

PROFESSIONAL  ASSISTANTS:  CPT  Richard  H.  Rubes,  MSC 

CPT  (USAR)  Maren  Staviy,  ANC 

WORK  UNIT  NO:  81/59 


TECH NICAL  _OB J ECTIVE 

To  study  selected  psycho  1 oy i ca 1  and  behavioral  variables  during 
pregnancy  which  may  nt  Let  ease  of  delivery,  medical  complications, 
and  early  growth  and  Je  /«.*  I  opment  <>l  the  infant.  Specifically, 

I  he  i  n  1. *,>endent  .■  *>  i  ill.-  to  !>«■  investigated  are:  (1)  maternal 
expect  \  •  •••  .  .  vi  .  m  :  ’  t  the  infant;  (2)  mother’s  per- 

■ ; .  r  ;  ■  •  ■  ■  .  •  ■  ■  1  ci  a  1  ippoft  j  (  i  )  orgasmic  history 

’  1  ■  •  ■  •  ■  •  •  'i  in  v  a  ri>us  childbirth  preparation 

.  ;  .  m  >n  during  pregnancy. 


t  r Din  vol  un'.eers  at 
■c. >nt  act  mother  for 
•:  's  subjective  rating 
t  d  search  for 
-  •  ■  > t  comp 1 i ca  t i ons , 

■  ■  t  w* •< •  n  mother  and 

■  ■  i  t  ,  request  mother 
1 1  •  iti'i  do  a  record 
■  ■  i  i  ri  a  1  y  s  i  s  will 
,  c i,i  contingency 


north,  and  six 
i  .  ■, sinm t.  t  oo  1  s 

*  —  i ; i  is  to  start,  in 


.‘■i  I  dopre suss  i on 
. '  it  l  st  act  i on  are 
'  i  r  t  h  k'ompl  i  cat  ions 
r  t  tv  newborn  . 


I  t  t 


I)  K  TAIL  S  H  K  K  I'  S 

K  O  R 

P  H  O  T  O  C  O  I.  S 


DEPARTMENT  OP  SURGERY 


]  ft  4 

J 


nonR 


!'  !  T !  .K  :  [ in;>  1  a  ri  t  a  t  i  eri  >1 

PR  I NC I  PA!.  1  NVKS  l'IGAT<  )R: 
PROFKSS  [ONA!.  ASS  [  S  I’ANTS  : 


I  n  t  r.ui'iil.tr  !  .•  •  n  se 


COL 

S  t.  a  n  1  • 

■  y  ( '  .  Allison, 

M  r 

Col. 

S  t.  a  nh' 

y  d  .  S:  Hie, 

Ml 

LTC 

Christ 

optie  •  c.  Kn  i  : 

;  r  i  f 

M  A.  1 

hr  uce 

i) .  ltd  1  in,  Mi 

CRT 

Lawrence  K.  Hannon, 

M! 

LTC 

John  C 

1  .  ( M ),  tin,  M'  ' 

WORK  UNIT:  7R/R4 


TFCHN  ICAb  OHJRCT  IVK 

To  become  proficient  in  intraocular  lens  imp!  a nt  it.  i  n.  in  :  ;  ■  ,  i 

investigator  status  with  FDA  ncjui  reinont  s,  t  hereby  ptov  :  :  >  n  ;  3 

new  toehn  i  quo  in  op.h  t  ha  1  in  i  c  surgical  care  t  ■  >r  our  ;  ■  a  t  ;  >  ■  n  t  -•  . 

MFTHUl) 

1.  Obt  a  in  appropriate  instruments  to  accomplish  t  tie  procedure  . 

2.  Ontain  research  1  nvest  igator  status  wi  th  comp, antes  that  nave 
FDA  approval  t.o  supply  the  lenses. 

.  Implant  lenses  in  10  rabbits  as  1  training  experience  f.->r 
sur  jical  nurses  and  assistant  s  in  this  procedure. 

4.  Implant  lenses  in  appropriately  selected  patients  in  trior 
to  provide  visual  rehabilitation. 

d.  To  eventual  1  _  •.  stabl  i  sh  this  as  a  rout  me  pr  icedur*  in  the 
mil  it, ary  medical  armamentarium  nt  ophthalmic  care. 


PRCKiRF.SS 

(42  10  -  « 3  Oh)  Lenses  were  implanted  in  2 1H  patient  s  d.i  r  i  n  :  FY  8  3 
w  1  tdi  no  adverse  reactions.  The  ophthalm  :  >ji>  oommun  i  ty  is 
proijmssi  n  )  towards  accept  1  tvj  the  i  nt.  ran,  oar  i  onses  a «  >  s'andart 

part  of  the  surjical  a  rrname  n  t  a  r  i  urn  of  this  specialty.  Spec  )  a  1 
status  as  a  research  tool  stiould  lie  obviated  within  two  te  three 
years  . 


STATUS:  (o) 


,  H  > 


riTl.f' : 


1  ri  t_»  Kvaluaf  i  *  >n  if  Syntiiet  i>'  and  Aut  oloijuus  (lr.it  t.s  i  ri  an 
A.’ute  Wound 


PRINCIPAL  I  NVKSTIdAI’OR  :  COl.  Charles  Andersen,  MC 

PROFESS  ION.M,  ASSISTANTS;  MA.J  Eddie  ,1.  Reddick,  MC 

Linda  H  i  eke  r  st.  a  f  f  ,  M.D.,  DAC 

WORK  UNIT  NO:  8.3/65 


I'ECHN  I  CAL  OBJECTIVE 

To  determine  the  most  appropriate  arterial  replacement  in  an  acute 
wound  by  comparing  autologous  saphenous  vein,  .lor  *.ex  PIKE  jr.ift, , 
and  Meadox  Hiograft. 


MKT  HOI) 

Eighteen  (13)  adult,  mongrel  .logs  will  t>e  divided  into  three  groups 
of  six  with  each  group  having  ,irf*ri  a  l  replacemen’  with  either 
autogenous  saphenous  vein,  Meadox  Hi«>gr  aft,  or  Cortex  HIKE  draft.. 
After  adequate  general  anesthesia,  a  standard ,  reproducible  wound 
will  be  made  in  the  hind  le  >  no  ir  the  irea  of  t  lie  femoral  artery 
using  a  captive  bolt  jun  ,  The  tn  im.nl  s  will  be  kept  under  anes¬ 
thesia  for  three  hours.  The  wounds  will  be  deorided,  the  arterial 
graft  will  be  inserted  under  sterile  conditions,  and  t '  wound 
will  be  primari ly  closed .  Blood  cultures  and  wound  cultures  will 
be  taken  at:  the  t  ime  of  debt-  idv.ienf  ind  at.  the  time  of  graft 
sacrifice.  This  will  result  in  two  aerobic  and  two  anaerobic 
blood  cultures  and  two  aor  >b i c  ind  two  anaerobic  tissue  cultures 
being  performed  on  each  animal!  .  |’he  wound  will  be  observed 
daily  for  ten  days  and  weekly  there  if  tet  lor  evidence  of  wound 
infection.  At  two  months  post  injury,  an  irter iogram  will  be 
performed,  the  wound  will  be  r> —  xplored  and  the  gratt  removed  . 

The  graft  will  be  inspected  In  pseiidnaneurysm  t  orm  it  ion,  neo- 
intimal  formation,  obvi«  :s  sit..  ,  i  breakdown ,  patency,  and 
evidence  of  distal  emtio]  j  z  it  ion.  Animals  which  die  prior  to 
two-  ninths  will  be  aut.opsied  anc,  the  gratt:  will  be  inspected  as 
above.  [f  an  animal  becomes  septic,  it  will  be  euthanized. 
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MICROCOPY  resolution  test  chart 


TITLE: 


Chemoprophy 1  ax  i  s 


Treatment  of  Recurrent  Otitis  Media: 
Versus  Tympanostomy  Tubes 

PRINCIPAL  INVEST  l  C'.roK;  MAJ  James  E.  Arnold,  MC 

PROFESSIONAL  ASSISTANTS:  CPT  James  B.  Erhart,  MC 

CPT  Alan  G.  Getts,  MC 
CPT  Stephen  R.  Pratt,  MC 

WORK  UNIT  NO:  83/33 


TECHNICAL  OBJECTIVE 

To  compare  the  effectiveness  of  treatment  with  PE  tubes  or 
antibiotic  prophylaxis  in  children  with  recurrent  otitis  media. 


METHOD 


Children  with  recurrent  otitis  media  will  be  randomly  assigned  to: 

Group  A:  Bilateral  myringotomies  with  placement  of  PE  tubes. 

Group  B:  Prophylactic  antibiotic  regimen  consistinf  of 
Gantrisin,  500  mg  for  six  months. 

Group  C:  A  placebo  will  be  given  for  six  months. 

They  will  be  followed  for  six  months  to  determine  the  most 
effective  treatment  modality. 

During  an  episode  of  acute  otitis  media,  patients  will  be  treated 
with  appropriate  antibiotics,  and  the  study  medicine  will  be 
discontinued  until  the  episode  is  resolved. 

A  failure  will  be  defined  as  two  or  more  episodes  of  recurrent 
otitis  media  within  a  three  month  period  after  entering  the  study. 
Those  patients  who  fail  will  be  treated  in  the  following  manner: 

Patients  in  Group  A  will  be  treated  with  the  Gantrisin  regimen. 
Patients  in  Groups  B  &  C  will  then  undergo  myringotomy  and  PE  tube 
placement  . 


PROGRESS 


(83  01  -  83  09)  Ten  subjects  have  been  entered.  As 
double  blind  study  and  the  code  has  not  been  broken, 
are  ava i lable  . 


this  is  a 
no  results 


STATUS:  (O) 


TITLE:  The  Effect  of  Dimethyl  Sulfoxide  on  the  Uptake  of  Cisplatin 

From  the  Urinary  Bladder  of  the  Dog 


PRINCIPAL  INVESTIGATOR: 


LTC  William  Belville, 


PROFESSIONAL  ASSISTANTS: 


LTC  Samuel  J.  Insalaco,  MC 
LTC  Georye  S.  Ward,  VC 
MAJ  Eduardo  S.  Blum,  MC 
MAJ  Carl  F.  Cricco,  MC 
MAJ  Willis  H.  Jacob,  MSC 
MAJ  Roger  Schoenfeld,  MC 


WORK  UNIT:  79/57 


NOTE:  Thio-TEPA  was  the  original  drug  to  be  utilized  in  this 

study.  Being  unable  to  develop  a  successful  thio-TEPA 
assay,  cisplatin  was  used  in  the  study  due  to  the  ease  of 
measurement  by  atomic  absorption  spectrometry  and  because 
its  medium-sized  molecular  weight  avoids  excessive 
absorption.  The  original  protocol  is  listed  below. 


TECHNICAL  OBJECTIVE 


Thio-TEPA  has  been  used  in  the  management  of  various  types  of 
neoplasias  for  almost  two  decades.  However,  its  use  in  the 
management  of  urinary  bladder  carcinoma  has  had  mixed  results 
In  addition,  the  cytotoxic  effect  of  thio-TEPA  on  the  hemato¬ 
poietic  tissues  are  a  severe  side  effect  in  its  use.  The 
objective  of  this  study  is  to  determine  if  intravesicular 
thio-TEPA  can  be  more  effectively  transported  through  the 
urinary  bladder  wall  using  DMSO  as  a  carrier. 


METHOD 

Ten  dogs  will  be  divided  into  groups  I  and  II  (4  dogs  each  and 
Group  III  (2  dogs).  The  test  solution  (50  ml)  will  be  instilled 
into  the  urinary  bladder  of  each  animal  and  maintained  there  for 
one  hour.  The  test  solutions  are:  Group  I  45  mg  thio-TEPA  in 
50%  DMSO;  Group  II  -  45  mg  thio-TEPA  in  an  isotonic  salt  solution; 
and  Group  III  -  50%  DMSO  in  an  isotonic  salt  solution.  The 
Group  III  animals  are  to  verify  that  DMSO  does  not  interfere 
with  thio-TEPA  identification. 

Blood  samples  will  be  obtained  from  the  caudal  vena  cava  and  the 
external  jugular  vein  immediately  before  instillation  of  the  test 
solution  and  at  5,  10,  20,  40,  and  60  min  after  instillation.  One 
blood  sample  will  be  taken  from  a  small  vein  on  the  bladder  sur¬ 
face  at  15  min  and  the  test  solution  will  be  withdrawn  from  the 
bladder  at  60  minutes. 
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The  Effect  of  Dimethyl  Sulfoxide  -  Belville 

Two  dogs  from  Groups  I  and  II  will  be  studied  for  toxicity 
following  a  complete  treatment  regime,  consisting  of  four  weekly 
treatments  as  described  above.  These  animals  will  have  bone 
marrow,  liver,  kidney,  and  spleen  biopsies  before  the  first 
treatment.  One  week  following  the  last  treatment,  the  dogs  will 
be  sacrificed  and  tissue  sections  of  the  same  organs  plus  the 
urinary  bladder  and  lens  will  be  taken.  Th.  se  tissues  will  be 
examined  histopathologically  for  evidence  of  toxic  changes. 
Complete  blood  counts  will  also  be  performed  at  weekly  intervals. 

The  remaining  two  dogs  in  Groups  I  and  II  will  have  a  section  of 
urinary  Diadder  removed  following  the  test  solution  instillation. 
This  tissue  section  will  be  divided  and  one  part  homogenized  and 
extracted  for  thio-TEPA  analysis  and  the  other  section  evaluated 
histopathological ly . 

The  withdrawn  test  solution,  blood  samples,  and  bladder  tissue 
extracts  will  be  analyzed  by  spectrophotometry  to  determine 
levels  of  thio-TEPA.  The  results  will  be  compared  to  determine 
effectiveness  of  DMSO  in  increasing  absorption  of  thio-TEPA. 


PROGRESS 

(82  10  -  83  09)  Cis-platinum  was  used  in  this  study  rather  than 
Thio-TEPA.  The  results  of  the  study  suggest  that  DMSO  is  useful 
by  transporting  cis-platin  into  the  muscle  layer  of  the  canine 
bladder.  Serum  levels  of  cis-platin  can  be  monitored  and  dosages 
can  be  adjusted  to  avoid  untoward  side  effects,  with  an  accept¬ 
able  assay.  A  larger  series  is  necessary  to  solidify  and  extend 
these  observations.  No  laboratory  work  was  done  in  FY  83  due  to 
personnel  shortages.  It  is  anticipated  that  further  work  will 
be  accomplished  in  FY  84. 

PRESENTATION:  Schoenfeld,  R.H.,  Belville,  W.D.,  Jacob,  W  .H  . , 

Buck.  A.S.,  Dresner,  M.L.,  Insalaco,  S  .J  . ,  and 
Ward,  G.S.:  The  Effect  of  Dimethyl  Sulfoxide  on 
the  Uptake  of  Cisplatin  From  the  Urinary  Bladder 
of  the  Dog.  Kimbrough  Urologic  Seminar,  Denver, 
November  1981. 

PUBLICATION:  Schoenfeld,  R.H.,  Belville,  W.D.,  Jacob,  W  .H  . , 

Buck.  A.S.,  Dresner,  M.L.,  Insalaco,  S  .  J  . ,  and 
Ward,  G.S.:  The  Effect  of  Dimethyl  Sulfoxide  on 
the  Uptake  of  Cisplatin  From  the  Urinary  Bladder 
of  the  Dog:  A  Pilot  Study.  J  Amer  Osteopath 
Assoc  82:  570-753,  1983. 


STATUS:  (O) 


TITLE:  Early  Definitive  Treatment  of  Pilonidal  Abscess  vs  Delayed 

Definitive  Treatment.  A  Prospective  Randomized  Study. 

PRINCIPAL  INVESTIGATOR:  LTC  Preston  Carter,  MC 

PROFESSIONAL  ASSISTANTS:  LTC  James  F.  Bascom,  MC 

CPT  Robert  B.  Freeman,  MC 
CPT  Edward  Pullen,  MC 

WORK  UNIT  NO:  81/104 


TECHNICAL  OBJECTIVE 

Conventional  treatment  of  pilonidal  abscess  has  consisted  of 
incision  and  drainage  over  a  point  of  fluctuance  lateral  to  the 
midline,  followed  at  a  variable  interval  by  definitive  excision 
of  the  midline  tracts.  A  proposed  alternative  method  is  to  per¬ 
form  the  incision  and  drainage  in  the  midline  with  excision  of 
the  midline  tracts  in  the  process.  The  objective  of  this  study 
is  to  study  the  two  methods  to  see  if  there  is  any  advantage  in 
terms  of  minimizing  the  patient  morbidity  of  one  method  over  the 
other . 


METHOD 

Patients  who  have  had  previous  surgical  treatment  of  pilonidal 
disease  and  minors  will  be  excluded.  Patients  will  be  randomized 
to  one  of  the  two  treatment  methods  outlined  above  and  will  be 
followed  until  complete  healing  has  occurred.  Hospitalization 
time,  if  any;  loss  of  time  from  work;  healing  time;  and  compli¬ 
cations  related  to  either  treatment  method  will  be  studied.  A 
minimum  of  ten  patients  per  group  will  be  studied. 


PROGRESS 

(82  10  -  83  09)  Fifteen  patients  were  entered  into  the  study. 
Early  definitive  excision  of  the  pilonidal  sinuses  appears  to  be 
an  effective  method  of  treatment.  This  method  spares  the  patient 
the  necessity  of  a  secondry  procedure  which  is  required  if 
pilonidal  abscess  is  treated  with  an  initial  incision  and  drainage 
without  excision. 

PRESENTATION:  Gary  Wratten  Surgical  Symposium,  Augusta,  GA, 

April  1983 


STATUS:  (C) 
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TITLE:  A  Protocol  to  Compare  Segmental  Mastectomy  and  Axillary 

Dissection  With  and  Without  Radiation  of  the  Breast  and 
Total  Mastectomy  and  Axillary  Dissection. 

PRINCIPAL  INVESTIGATOR:  LTC  Preston  Carter,  MC 

PROEESSIONAL  ASSISTANTS:  LTC  James  F.  Bascom,  MC 

LTC  Stanley  C.  Harris,  MC 
LTC  Dick  R.  Smith,  MC 

WORK  UNIT  NO:  82/02 


TECHNICAL  OBJECTIVE 

To  begin  participation  by  MAMC  in  an  established  national 
cooperative  study  comparing  the  survival,  treatment  failure,  and 
cosmetic  results  of  partial  i.  astectomy  with  and  without  radiation 
compared  to  modified  radical  mastectomy. 


METHOD 

Patients  with  breast  cancers  under  two  inches  in  size  and  without 
fixation  to  the  chest  wall  or  skin  will  ne  offered  randomizati  n 
to  three  treatment  arms:  (a)  segmental  mastectomy,  axillary  dis¬ 
section;  (b)  segmental  mastectomy,  radiation,  axillary  dissection; 
(c)  total  mastectomy,  axillary  dissection.  Patients  with  positive 
axillary  nodes  will,  regardless  of  the  primary  treatment,  :>e 
given  L-PAM  and  5-FU  chemotherapy  as  further  treatment  . 


PROGRESS 

(82  1U  -  83  09)  Eight  patients  at  MAM*  sio- 

tne  study.  None  of  the  p  it  i  cut  ,  wh  n  » .  •  . . . 

partial  mastectomy  has  fit  i  in,  !  t!  *  i. 
breast  . 


STATUS:  (O) 


0 


TITLE:  Intravenous  Dexamethasone  to  Control  Post  Operative  Pain 

in  Orthopedic  Patients 

PRINCIPAL  INVESTIGATOR:  CPT  Michael  Q.  Cosio,  MC 

PROFESSIONAL  ASSISTANTS:  COL  Richard  Camp,  MC 

LTC  Thomas  J.  Parr,  MC 
MAJ  Douglas  Beirne,  MC 

WORK  UNIT  NO:  82/29 


TECHNICAL  OBJECTIVE 


To  determine  whether  intravenous  dexamethasone  can  decrease  the 
severity  of  post-operative  pain  in  orthopedic  patients. 

METHOD 


Patients  undergoing  elective  surgery  will  be  studied  with  the 
following  exceptions:  history  of  altered  immune  response  or 
delayed  wound  healing;  steroid  use  in  past  6  months;  open  wounds 
or  fractures,  infected  wounds/ joints  or  abscesses;  open  growth 
plates;  total  joint,  hip,  and  spine  surgery,  history  of  malignancy; 
pregnant  or  lactating  female.  In  a  prospective,  randomized, 
double-blind  study,  dexamethasone  or  placebo  ( D5W )  will  be  given 
IV  slow  push  in  3  doses:  12  mg  in  the  OR  prior  to  surgery,  then 
4  mg  6  hours  and  14  hours  after  the  first  dose.  The  patient 
will  fill  out  a  questionnaire  regarding  his  pain  level  throughout 
the  hospital  stay.  Pain  medications  will  be  standardized  as 
follows:  Morphine  4  or  8  mg  IM  q  3  hr  and  codeine  30  or  60  mg 
po  q  4  hr  prn  pain.  If  allergic  to  codeine,  Zomax  1  or  2  tabs 
po  q  4  hr  prn  will  be  used.  If  allergic  to  morhpine,  Stadol  1  or 
2  mg  im  q  3  hr  with  Zomax  will  be  used.  The  use  of  antipyretics 
and  salicylates  will  be  withheld  for  one  week  to  insure  detection 
of  fever  and  possible  infection  as  early  as  possible.  Since 
some  surgery  is  more  painful  than  others,  the  patients  will  be 
subdivided  into  groups  by  regions  of  pain.  Patients  will  be 
followed  until  the  sutures  are  removed,  usually  two  weeks  later. 

PROGRESS 

>82  in  -  81  09)  Seventy-three  patients  have  been  entered  in  the 
f  Glowing  groups:  foot  (11),  ankle  (3),  shoulder  (12),  knee  (13), 
fund  1  28  1  ,  fracture  (2),  metal  removal  (4).  One  infection 
»>  wired  and  resolved  with  local  wound  care  and  antibiotics.  One 
i.l  Meed  occurred  but  the  patient  was  not  on  dexamethasone.  In 
u  ier  1  1  nave  numbers  large  enough  to  demonstrate  statistical 
significance  approximately  50  patients  per  group  are  needed  and 
;  nil  pat  lents  tor  the  hand  group.  Investigators  will  continue  to 
•  ■  o.-r  pit  i.*nt  s  >>n  the  study  in  the  next  year. 
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TITLE:  Incidence  and  Natural  History  of  Deep  Venous  Thromoosis 

in  Patients  Undergoing  Elective  Knee  Srugery 

PRINCIPAL  INVESTIGATOR:  CPT  Michael  0.  Cosio,  MC 

P ROE ESS  ION AL  ASSISTANTS:  COL  Stanton  Brown,  MC 

COL  Joel  Sim,  MC 

LTC  Thomas  J.  Parr,  MC 

Denise  Anderson,  R.N. 

WORK  UNIT  NO:  82/57 


TECHNICAL  OBJECTIVE 

To  determine  the  true  incidence,  natural  history,  and  response 
to  therapy  and  prophylaxis  of  DVT  in  patients  undergoing  elective 
knee  surgery  . 


METHOD 

Approximately  100  patients  undergoing  elective  surgery  about  the 
knee,  except  for  knee  ligament  reconstruction,  total  knee  replace¬ 
ment,  or  pediatric  patients,  will  have  daily  clinical  evaluation 
for  DVT  and  PE  following  surgery.  If  a  patient  develops  signs  and 
symptoms  of  DVT  or  PE,  an  immediate  Doppler  and  venogram  and/or 
lung  scan  will  be  performed  as  appropriate.  Otherwise,  a  venogram 
will  be  performed  following  a  Doppler  evaluation  of  both  limbs 
7-10  days  post  op.  If  the  incidence  of  DVT  in  the  nonoperated  leg 
is  found  to  be  <5%,  venography  will  be  done  only  on  the  operated 
leg.  Those  patients  who  have  DVT  will  undergo  a  perfusion  lung 
scan  immediately  after  the  venogram,  at  four  and  eight  days 
after  detection  of  the  DVT.  Those  who  have  CVT  confined  to  the 
calf  will  not  receive  any  therapy.  Those  with  DVT  of  the  calf 
with  proximal  extension  will  receive  a  10  day  course  of  IV  heparin. 
The  heparin  will  always  be  given  by  continuous  IV  infusion, 
maintaining  the  PTT  between  one  and  a  half  to  two  times  normal. 


PROGRESS 


(82  10  -  83  09)  Of  the  21  subjects  entered  into  the  study,  14 
have  had  arthroscopic  surgery  only,  7  have  had  arthroscopic  sur¬ 
gery  combined  with  a  second  operative  procedure  on  the  same  knee. 
Ten  patients  have  had  bilateral  venograms,  all  of  which  have  been 
negative  with  no  adverse  reactions.  The  remaining  11  patients 
have  had  venograms  performed  on  the  operated  limb  only;  all  of 
them  have  been  negative.  Two  allergic  reactions  in  the  form  of 
hives  have  been  encountered;  each  resolving  after  IM  benadryl  . 

The  rate  of  DVT  in  elective  knee  arthroscopic  srugery  appears  to 
be  quite  low.  Thus  far,  there  have  been  no  instances  of  documented 
DVT  in  the  operated  limb  of  21  patients  or  the  nonoperated  limb 
in  10  patients. 


STATUS:  (C) 
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TITLE:  BulDocavernosus  Reflex  and  Conduction  Velocity  of  Dorsal 

Penile  Nerve  in  Normal  Men 

PRINCIPAL  INVESTIGATOR:  COL  Martin  L.  Dresner,  MC 

PROFESSIONAL  ASSISTANT:  MAJ  Mohammad  A.  Saeed ,  MC 

WORK  UNIT  NO:  80/67 

TECHNICAL  OBJECTIVE 

To  determine  the  normal  values  of  the  bulbocavernosus  reflex  arc 
as  transmitted  through  the  dorsal  penile  nerve  as  an  indicator 
of  peripheral  neuropathy.  Peripheral  neuropathy  is  one  of  the 
causes  of  organic  impotence  . 

METHOD 

Approximately  25  men  will  be  studied  with  electrophysiological 
testing  of  the  bulbocavernosus  reflex  to  determine  reflex 
latency  and  conduction  velocity  of  the  dorsal  penile  nerve. 
Subjects  will  have  no  history  or  clinical  evidence  of  any 
disorder  which  would  affect  the  peripheral  nervous  system  and 
sural  nerve  conduction  will  be  tested  to  rule  out  subclinical 
pheripheral  neuropathy.  A  monopolar  teflon  coated  needle 
electrode  will  be  placed  in  either  the  right  or  left  bulbo¬ 
cavernosus  muscle  and  the  dorsal  penile  nerve  will  be  stimulated 
with  bipolar  stimulator  electrode  at  the  base  of  the  penis  and 
the  glans  penis  using  TECA  TE4  electromyogram.  These  stimuli 
will  be  delivered  with  a  frequency  of  1/second  and  a  pulse 
duration  of  0.5  msec.  At  least  five  identical  responses  will 
be  recorded.  Motor  unit  action  potential  of  bulbocavernosus 
muscles,  recruitment  pattern  in  bulbocavernosus  muscles,  reflex 
latency,  wave  form,  and  dorsal  penile  nerve  conduction  velocity 
will  be  evaluated. 

PROGRESS 

(82  10  -  83  09)  Approximately  200  subjects  were  studied.  The 
investigators  found  that  the  bulbocavernosus  reflex  was  slightly 
higher  in  patients  when  stimulation  was  done  at  the  glans  penis. 

No  further  subjects  were  entered  in  FY  84.  The  protocol  has 
been  closed  due  to  the  departure  of  the  investigators. 

PRESENTATIONS:  Singh,  S.,  Dresner,  M.,  and  Saeed,  M.:  Bulbo¬ 

cavernosus  Reflex  in  Men  with  Impotence.  Amer 
Assoc  of  Electromyography  and  Electrodiagnosis, 

26  Sep  80.  Philadelphia. 

Dresner,  M.L.,  Saeed,  M  .A . ,  Belville,  W.D.,  and 
Buck,  A  .S  . :  Evaluation  of  Impotence.  NY  Section 
of  the  American  Urological  Assoc,  16  Oct  82,  Rome, 
Italy  . 


STATUS:  (C) 


TITLE:  An  Evaluation  of  the  Safety  and  Efficacy  of  Cyanoacrylate 

Ester  in  Ossicular  Reconstruction  and  Nerve  Graft 
Anastomosis  in  the  Guinea  Piy  Middle  Ear 

PRINCIPAL  INVESTIGATOR:  COL  William  H.  Gernon,  MC 

PROFESSIONAL  ASSISTANTS:  CPT  Roy  Kim  Davis,  MC 

WORK  UNIT  NO:  77/88 


TECHNICAL  OBJECTIVE 


To  determine  the  safety  and  efficacy  of  cyanoacrylate  ester  in 
the  middle  ear;  specifically,  for  ossicular  reconstruction  for 
histological  changes  in  the  oval  window  area  and  in  the  facial 
nerve.  In  addition,  the  use  of  this  compound  in  tympanoplasty 
would  be  a  natural  extension  of  this  project.  The  intended 
purpose  of  this  study  is  to  open  the  door  for  the  use  of  cyano¬ 
acrylate  ester  in  human  surgery,  initially  on  an  experimental 
basis  . 

METHOD 


The  investigators  propose  to  use  Histoacryl  and  Crazy  Glue  to 
do  interpositions  (incus)  on  a  test  group  of  guinea  pigs  as  well 
as  place  glue  on  the  facial  nerve,  perhaps  to  do  facial  nerve 
anastomoses,  and  to  pLace  the  glue  in  the  oval  window  area. 
Approximately  39  animals  would  be  utilized.  At  3,  6,  and  12 
months,  12  experimental  animals  and  one  control  animal  would  be 
sacrificed.  Histological  temporal  bone  studies  would  then  be 
conducted  at  AFIP. 


PROGRESS 

(82  10  -  83  09)  The  temporal  bones  were  completed  at  the  AFIP 
and  review  of  these  is  in  process.  Findings  show  that  the 
cyanoacrylate  causes  considerable  bony  overgrowth.  There  is  no 
evidence  of  toxicity  to  inner  ear  structures. 

PRESENTATION:  Wells,  J.,  Gernon,  W .H . ,  Ward,  G  .S  . ,  Davis,  R.K., 

and  Hays,  L.L.:  Otosurgical  Model  in  the  Guinea  Pig 
{Cav'p  vnrt'p  i  i  »,.c  )  .  American  Academy  of  Otolaryngology, 
Head  and  Neck  Surgery,  Sep  81,  New  Orleans,  LA. 


STATUS:  (O) 
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TITLE:  Advanced  Trauma  Life  Support  Course 

PRINCIPAL  INVESTIGATOR:  LTC  Stanley  C.  Harris,  MC 

PROFESSIONAL  ASSISTANTS:  LTC  Terence  L.  Babcock,  MC 

MAJ  Kenneth  Frumkin,  MC 

MAJ  Stanley  P.  Liebenberg,  VC 

WORK  UNIT:  82/32 


TECHNICAL  OBJECTIVE 

To  provide  training  to  General  Surgery,  Emergency  Medicine,  and 
Family  Practice  residents  in  the  proper  management  of  the  patient 
in  the  initial  one  hour  after  major  trauma. 

METHOD 

At  least  twice  a  year,  the  Advanced  Trauma  Life  Support  Course  as 
designed  by  the  American  College  of  Surgeons  will  be  conducted. 
The  course  involves  a  hands  on  training  session  in  the  placement 
of  chest  tubes,  tracheostomy,  pericardiocentesis,  peritoneal 
lavage,  and  venous  cutdown  utilizing  the  dog  as  the  animal  model. 


PROGRESS 

(82  10  -  82  10)  This  protocol  was  replaced  by  MAMC  83/08  with 
LTC  Stanley  C.  Harris  as  the  principal  investigator.  No 
training  sessions  were  held  under  this  protocol  number. 


STATUS:  (C) 


TITLE:  Advanced  Trauma  Life  Support  Course 

PRINCIPAL  INVESTIGATOR:  LTC  Stanley  C.  Harris,  MC 


PROFESSIONAL  ASSISTANTS:  MAJ  Stanley  P.  Liebenberg,  VC 
WORK  UNIT  NO:  83/08 

TECHNICAL  OBJECTIVE 

To  provide  training  to  general  surgery,  emergency  medicine,  and 
family  practice  residents  in  proper  management  of  the  initial  one 
hour  after  major  trauma. 

METHOD 

This  course  as  designed  by  the  American  College  of  Surgeon;  ill 
te  given  at  MAMC  one  to  two  times  per  year.  The  course  in'  •■-•s 
hands-on  training  using  dogs  as  the  experimental  model.  Ea  t 
student  will  be  directly  involved  in  the  performance  of  a  venous 
cutdown,  cr icothyroidotomy ,  tube  thoracostomy,  peritoneal  lavage, 
and  pericardiocentesis. 

PROGRESS 

(82  10  -  83  09)  This  course  was  completed  twice  during  FY  83. 

A  display  of  Advanced  Trauma  Life  Support  objectives  at  MA.MC 
was  given  at  the  Tacoma  Surgical  Society  Meeting. 

STATUS:  (O) 
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TITLE:  Medical  Treatment  of  the  Frey  Syndrome 

PRINCIPAL  I NVEST I GATOR :  COL  Leonard  L.  Hays,  MC 

PROFESSIONAL  ASSISTANTS:  Alvin  3.  Novack ,  M.D. 

University  of  Washington 

WORK  UNIT  NO:  lb/06 


TECHNICAL  OBJECTIVE 

1.  To  study  objectively  the  true  incidence  of  the  Frey  syndrome 
in  post-parotidectomy  patients  by  means  of  the  Minor  Starch  Iodine 
Test  . 

2.  To  determine  the  effect  of,  and  patient  satisfaction  with, 
medical  management  comparing  on  a  double  blind  basis  topical  use 
of  a  placebo,  varying  concentrations  of  scopolamine  hydrobromide, 
and  the  newer  anticholinergic  agent,  g 1 ycopy rrol ate  . 

3.  To  investigate  the  value  and  practicality  of  iontophoresis 
of  the  above  agents  to  increase  the  duration  of  satisfactory 
control  of  sweating. 

4.  To  compare  the  topical  use  of  a  patient's  most  effective 
ant i pe r sp i ran t  on  the  involved  facial  skin  with  the  result  from 
the  topical  use  of  the  most  effective  agent  in  the  double  blind 
series  for  that  patient. 


METHOD 

Phase  I  -  Double-blind  treatment  with  1/4%,  1%,  and  3%  scopolamine 
hydrobromide  cream,  0.1%  g lycopy rrol a te ,  and  a  placebo;  comparison 
by  the  patient  as  to  effectiveness;  and  retreatment  after  druy 
dosage  adjustment  if  the  patient  fails  to  respond. 

Phase  II  -  Utilize  iontophoret ic  introduction  of  the  best  anti¬ 
cholinergic  agent  to  a  group  of  volunteers  with  significant 
sweating  symptoms  and  to  a  group  who  are  medical  failures  and 
compare  action  and  duration  of  action  with  iontophoret ic  intro¬ 
duction  using  tap  water,  Ringer's  lactate,  or  saline. 

Phase  lit  -  Patients  who  fail  medical  treatment  o.  have  become 
dissatisfied  with  the  medical  treatment  and  have  significant 
symptoms  confirmed  on  minor  starch- iod i ne  testing  will  be 
offered  surgery  such  as  flap  elevation  or  tympanic  neurectomy. 


1  98 


Medical  treatment  of  the  Frey  Snydrome  -  Hay-. 


PROGRESS 

(82  10  -  83  09)  Four  new  patients  were  entered  ni  FY  83,  for 
a  t.otaL  of  26  patients  studied.  The  use  of  topical  gl  ycopyrrolate 
remains  a  highly  effective  means  to  control  gustatory  sweating  with 
rare  minor  side  effects  such  as  dry  eyes  or  oral  dryness.  The 
investigators  plan  to  study  more  patients. 

PUBLICATION:  Hays,  L.I,.:  The  Frey  Snydrome:  A  Review  and  Double 

Blind  Evaluation  of  the  Topical  Use  of  a  New  Anti- 
chloineryic  Agent.  Laryngoscope  88:1796-1824,  1978. 

PUBLICATION:  Hays,  L.L.:  The  Frey  Snydrome.  News  Bulletin,  The 

American  Acad  Otolaryngology-Head  and  Neck  Surgery, 
20  Sep  81. 

PRESENTATION:  Hays,  L.L.,  Novack  ,  A  .  J  . ,  and  Worsham,  ,]  .C  . : 

The  Frey  Syndrome,  A  Simple  Effective  Treatment. 
American  Academy  of  Otolaryngology  Meeting,  New 
Orleans,  [.A,  Sep  81. 

PUBLICATION:  Hays,  L.L.,  Novack,  A  .  J  . ,  and  Worsham,  J  .C  . : 

The  Frey  Syndrome,  A  Simple  Effective  Treatment. 
Otolaryngol  Head  Neck  Surg  90:419-25,  1982. 


STATUS:  (0) 
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TITLE:  Teaching  Program  for  Practical  Microsurgery 

PRINCIPAL  INVESTIGATOR:  LTC  Stanley  Jack  on,  MC 

PROFESSIONAL  ASSISTANTS:  COL  Leonard  L.  Hays,  MC 

LTC  Preston  L.  Carter,  MC 
LTC  Thomas  G.  Griffith,  MC 
MAJ  Stanley  P.  Liebenberg ,  VC 

WORK  UNIT  NO:  82/35 


TECHNICAL  OBJECTIVE 

To  establish  a  formal  training  program  in  clinical  microsurgery 
at  MAMC  for  use  of  surgeons  desiring  to  develop  this  expertise. 


METHOD 

In  order  to  perfect  the  techniques  needed  to  perform  clinical 
microsurgery,  extensive  ''r act  ice  is  needed  in  the  research 
laboratory.  The  teaching  program  will  be  established  at  the 
Department  of  Clinical  Investigation,  and  a  room  will  be  set 
aside  for  the  project  where  equipment  for  the  microsurgery  can 
be  housed.  A  schedule  of  two  afternoons  per  week  will  be  set 
aside  for  teaching  sessions.  Animal  model  preparations  (cadaver 
and  live)  will  be  developed  by  the  veterinary  surgical  consultant 
with  the  support  of  the  clinical  teaching  staff.  Sessions  will 
begin  with  lectures,  followed  by  practical  exercises  in  anatomy 
and  step-by-step  instruction  in  the  surgical  techniques. 


PROGRESS 

(82  10  -  83  09)  There  was  minimal  participation  during  FY  83  due 
to  time  restrictions  on  the  Plastic  Surgery  Service.  Time  has  been 
scheduled  for  each  Thursday  afternoon  for  four  hours  of  microvascular 
practice  and  teaching.  Tentative  plans  are  to  prepare  for  free 
flap  transfers. 

STATUS:  (O) 
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TITLE :  Evaluation  of  a  Short  Course  of  Prednisone  in  the 

Treatment  of  Serous  Otitis  Media:  A  Double  Blind 
Crossover  Study 

PRINCIPAL.  INVESTIGATOR:  MAJ  Del  Ray  Maughan,  MC 

PROEESS IONAI.  ASSISTANTS:  COL  William  Gernon,  MC 

LTC  William  Harpster,  MC 

WORK  UNIT  NO:  82/01 


TECHNICAL  OBJECTIVE 


To  evaluate  the  effect  of  a  brief  course  of  prednisone  on  the 
course  of  serous  otitis  media. 

METHOD 

Population:  Patients  diagnosed  as  having  unilateral  or  bilateral 

serous  otitis  media  by  clinical  microscopic  exam;  type  B  tympano- 
ijram  must  be  present;  effusion  must  be  unresponsive  to  standard 
medical  therapy,  using  decongestant s ,  for  at  least  three  weeks; 
adult  and  pediatric  patients  will  be  studied. 

Double  blind  protocol:  Group  I  (25  patients)  -  placebo 

Group  II  {25  patients)  -  prednisone 

1  mg/kg  for  2  days;  0.75  mg/kg 

for  2  days,  and  5  mg/day  for  3  days. 

Follow-up  clinical  exam  after  one  week  and  crossover  then  performed 
for  patients  with  a  persistent  effusion.  Patients  clearing  their 
effusion  would  be  followed  with  periodic  clinical  exam  and  tympa¬ 
nometry  for  one  year  (every  3  months).  Any  patient  developing 
acute  otitis  media  would  have  his  medication  discontinued,  be 
removed  from  the  study,  and  receive  standard  therapy. 

PROGRESS 


(82  10  -  83  09)  The  investigators  had  revised  this  protocol  in 
FY  82  to  use  dexamethasone  .  However,  they  were  able  to  obtain 
the  prednisone  and  the  study  was  started  using  prednisone.  Ten 
patients  were  entered  in  the  protocol.  No  adverse  reactions 
were  reported  at  MAMC .  However,  two  cases  have  been  reported  in 
the  literature  of  patients  developing  meningitis  when  treated 
with  prednisone  for  serous  otitis  media.  Dr.  Maughan  feels,  in 
light  of  these  reports,  that  proceeding  with  the  study  is  not 
safe.  Dr.  Harpster,  the  original  principal  investigator  who  is 
now  at  FAMC  concurs  with  this  decision. 


STATUS:  (T) 
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TITLE : 


Evaluation  of  Calcium  Sulfate  (Plaster  of  Paris)  as 
an  Ailoplastic  Implant  in  Mandible  Reconstruction 


PRINCIPAL  INVESTIGATOR: 
PROFESSIONAL  ASSISTANTS: 


MAJ 

Del  Ray 

Maughan,  MC 

COL 

Leonard 

L  . 

Hays,  MC 

MAJ 

Stanley 

P  . 

Liebenbe 

CPT 

John  H . 

McGath,  MC 

CPT 

Wal lace 

E  . 

Taylor,  l 

WORK  UNIT  NO:  82/34 


TECHNICAL  OBJECTIVE 


To  evaluate  the  use  of  calcium  sulfate  as  an  ailoplastic  implant 
material  in  reconstruction  of  surgical  defects  of  the  mandible. 

METHOD 


Six  mongrel  dogs  will  undergo  unilateral  partial  mandibulectomies 
(2-4  cm  segments  of  hemi-mandible ,  depending  upon  dog  size)  under 
endotracheal  halothane  anesthesia.  Three  will  have  periosteum 
preserved  and  three  will  have  periosteum  removed.  Each  dog 
will  undergo  immediate  reconstruct  ion  utilizing  calcium  sulfate 
as  an  ailoplastic  implant.  Stabilization  will  be  accomplished 
utilizing  standard  ASIF  fixation  bone  plates  applied  to  the 
lateral  aspect  of  proximal  and  distal  segments.  Each  animal 
will  be  placed  on  liquids  postoperat ively  until  intraoral  mucosa 
is  sealed  and  then  on  a  soft  diet  for  four  to  six  weeks.  Each 
dog  will  be  followed  with  monthly  roentgenograms  to  determine 
calcium  sulfate  resorption  and  osteoneogenesi s .  Two  dogs  (one 
with  periosteum  intact  and  one  with  periosteum  removed)  will  be 
sacrificed  at  two,  four,  and  six  months  postop  and  the  reconstructed 
mandibles  examined  histologically  for  bone  formation. 


PROGRESS 


(82  10  -  83  09)  Five  animals  underwent  mandible  reconstruction  with 
calclium  sulfate  and  have  been  sacrificed.  Gross  evaluation  of 
study  animals  showed  solid  union  of  mandible  in  four  of  five 
animals.  One  animal  had  a  fibrous  unipn.  Mandibles  are  undergoing 
decalcification  for  histological  evaluation.  Histology  is  pending 
to  confirm  bone  presence/absence. 


STATUS:  (O) 


TITLE:  Immunoloy i ca 1 l y  Mediated  Persistent  Infertility  in 
Patients  Following  Vasovasotomy 


PRINCIPAL  INVESTIGATOR: 


LTC 

M  ichae 1 

R  . 

Moon , 

MC 

COL 

Stephen 

R  . 

Pi  yma 

te  , 

LTC 

William 

E  . 

Bel  v  i 

lie, 

MAJ 

James  W 

.  Hi 

iqbee , 

MSC 

WORK  UNIT  NO:  82/68 


To  investigate 
infertility  in 
corticosteroids. 


TECHNICAL  OBJECTIVE 

the  relationship  between  immunolog i cal  1 y  mediated 
patients  after  vasovasotomy  and  its  treatment  by 


METHOD 

Thirty  males  who  are  going  to  have  vasovasotomies  performed  will, 
prior  to  surgery,  have  serum  samples  analyzed  for  antisperm  anti¬ 
bodies  usiny  the  Isojima  and  Kibrick  techniques  as  described  by 
L;nnet.  They  will  have  two  serum  samples  measured  at  least  one 
week  apart.  Following  vasovasotomy,  monthly  semen  analyses  will 
be  performed,  and  upon  the  first  appearance  of  sperm  in  the  ejac¬ 
ulate,  serum  and  semen  will  be  analyzed  by  the  Isojima  and  Kibrick 
technique  for  antisperm  antibodies.  Monthly  semen  analyses  will 
be  followed,  and,  when  sperm  samples  for  two  consecutive  months 
are  >20  million/ml  with  >20%  motility,  a  sperm  penetration  assay 
(SPA)  will  be  performed  as  well  as  a  repeat  antibody  study.  If 
the  SPA  is  negative,  patients  will  be  treated  with  1  mg  dexa- 
methasone  three  times  a  day  for  one  month.  One  month  following 
the  dexamethasone  treatment,  a  repeat  SPA  will  be  performed  as 
well  as  serum  drawn  for  antibodies.  If  the  patient's  spouse 
becomes  pregnant  during  the  study,  serum  and  semen  antibodies 
will  be  drawn  and  a  SPA  performed  as  soon  as  the  pregnancy  is 
recogn i zed  . 


J 


PROGRESS 


(82  10  -  83  09) 
Data  collect  ion 


Six  patients  have  been  entered  on  this  project 
i s  onyo i ng  . 


S'lATUS:  (O) 
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i  Tr.E:  A  Prospective  Clinical  Trial  Comparing  Drainage  or  m 
Drainage  After  Acute  Cholecystectomy 

PRINCIPAL  INVESTIGATOR:  CPT  Michael  J.  O'Reilly,  MC 

PROFESSIONAL  ASSISTANT:  LTC  Preston  L.  Carter,  MC 

WORK  UNIT  NO:  82/58 


TECHNICAL  OBJECTIVE 

To  determine  the  long  term  sequelae  of  repair  of  peripheral 
meniscal  tears. 


METHOD 

This  study  will  be  a  randomi2ed  prospective  clinical  trial. 
Patients  presenting  with  signs  and  symptoms  consistent  with  acute 
cholecystitis  to  include  right  upper  quadrant  pain,  fever,  and 
luekocytosis  will  have  diagnosis  confirmed  by  histological  exam¬ 
ination  of  the  gallbladder.  Cholecystectomy  will  be  performed 
according  to  standard  technique  through  a  subcostal  incision.  If 
the  surgeon  determines  that  the  patient  has  no  contraindications 
for  inclusion  in  the  study,  the  patient  will  be  randomly  assigned 
to  have  drainage  of  the  gallbladder  bed  with  a  Jackson-Pratt 
drainage  system  brought  out  through  a  lateral  stab  wound  or  no 
drainage  of  the  gallbladder  bed.  A  bile  culture  will  be  taken 
and  an  intraoperative  cholang iogram  performed  when  possible. 
Visible  bile  in  the  peritoneal  cavity  following  cholecystectomy, 
presence  of  a  frank  abscess  cavity  in  the  gallbladder  bed,  or  a 
common  bile  duct  exploration  will  be  cause  for  exclusion  from  the 
study.  Postoperative  management  and  follow-up  will  be  identical 
in  both  groups.  Parameters  to  be  followed  include:  postoperative 
fever,  wound  infection,  return  of  gastrointestinal  tract  function, 
and  length  of  stay  in  the  hospital.  A  SMAC-20  will  be  drawn  on 
all  patients  on  postoperative  day  number  two. 


PROGRESS 

(82  10  -  83  09)  No  patients  have  been  entered  in  this  study 
due  to  time  constraints  on  the  investigators.  However,  the 
principal  investigator  plans  to  start  entering  patients 
within  the  next  month. 


STATUS:  (O) 


TITLE:  Repair  >•:  >■••»  i  pr .  * 

PRINCIPAL  I  NVKST  1 GA  Li  >R  :  i  h  ' 
PROFESS  IONAL  ASSISTANTS:  O’!  M  .  .  r,...  . 
WORK  UNIT  NO:  8  2/4S 


TKC.'HN  H'AI.  I iM.  1 1 1  :  .  .  • 

To  determine  the  long  term  sequelae  O  1  epn  i  i 
meniscal  tears. 


METHOD 

PATIENT  POPULATION:  Patients  who  have  had  symptoms  of  a  torn 
meniscus  tor  at  least  four  months  and  who  subsequently  are  found 
to  have  a  peripherally  torn  meniscus.  Patients  will  be  excluded 
who  have  undergone  a  previous  menisectomy,  who  have  a  torn  anterior 
or  posterior  cruciate  ligament,  or  who  have  worse  than  Grade  II 
ose toa  r thr i t i s . 

I:  the  meniscus  is  detached  from  its  capsular  attachment,  it  will 
be  reattached  with  2-0  Dexon  suture  going  through  the  capsule, 
grabbing  at  least  1  mm  of  the  body  of  the  meniscus,  then  back  out 
of  the  capsule  and  tied.  If  there  is  a  tear  of  the  body  of  the 
meniscus  paralleling  the  capsular  edge  of  the  meniscus  and  leaving 
no  more  than  2  mm  of  meniscus  still  attached  to  the  capsule,  this 
capsular  remant  will  be  excised,  the  edge  of  the  meniscus  will 
be  abraded,  and  the  meniscus  reattached  to  the  capsule  as  above. 
Both  groups  of  patients  will  be  placed  in  a  long  leg  bent  knee 
cast,  partial  weight  bearing  on  crutches  for  six  weeks  before 
beginning  knee  rehabil iat ion  .  Follow-up  will  be  every  three 
months  for  the  first  year,  six  months  the  second  year,  then 
annually  for  subsequent  years  up  to  ten  years.  If  the  patient 
develops  recurrence  of  the  symptoms  despite  vigorous  physical 
therapy  and  anti-inflammatory  medication,  he  will  be  rear throscoped 
for  inspection  of  the  repair.  A  final  evaluation  of  the  knee 
will  be  made  at  ten  years  that  will  include  x-rays  of  the  knees, 
assessment  of  the  level  of  activity,  and  knee  function. 


PROGRESS 


(82  10  -  83  09)  Six  patients  have  been  entered.  The  sample  size 
is  still  too  small  to  reach  adequate  conclusions.  Each  case  has 
been  successful  to  this  date,  with  no  failures  in  the  program. 


STATUS:  (O) 
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i '  L  t  resume  Localization  of  Internal  Fixation  Devices 
Within  Connective  Tissues 


Lk 


PR  t  NC  I  I’M.  I  MVF.STIC.ArOR: 


PH(  i  F  K  S  S  I  ( )NAL  ASSISTANTS  : 


WORK  UNIT  NO:  83/75 


CPT  Davis  C.  Peterson,  MC 

LTC  Thomas  J.  Parr,  MC 

MAJ  William  Fill,  MC 

MAJ  Stanley  P.  Liebenbery,  VC 


TECHNICAL  OBJECTIVE 

To  determine  the  feasibility  of  A-mode  ultrasonography  in 
determining  the  extent  of  hardware  penetration  during  internal 
fixation  procedures. 


METHOD 

PHASE  I:  A  3.5  mHz  ultrasonic  transducer  with  a  rapid  sweep 
oscilloscope  monitor  will  be  coupled  through  a  glycerin  contact 
with  a  machined  5/32"  diameter  stainless  steel  Steinman  pin  with 
90°  +_  2  minute  faces  via  a  machined  brass  jig  incorporating  an  air 
chamber  to  minimize  noise  as  well  as  shear  wave  interference  in 
the  near  field  and  a  90°  centered  contact  w'th  respect  to  the 
transducer  face.  The  exact  length  will  allow  calculation  of  the 
sound  conduction  velocity  by  measuring  the  time  delay  from  initial 
to  the  reflected  wave  from  the  distal  face.  The  reflected  wave 
form  characteristics  will  also  be  determined.  The  initial  phase 
will  be  conducted  in  air  and  fluid  media.  A  stainless  steel 
reflector  plate  will  then  be  positioned  at  1  mm  increments  from 
the  pin  tip  in  a  saline  bath  to  determine  the  effect  of  acoustic 
impedance  and  beam  attenuation  on  the  reflected  waveform.  An 
attenuation  coefficient  will  be  determined  as  a  reference  for 
tissue  comparison.  Connective  tissue  samples  will  then  be 
interposed  to  again  determine  the  wave  patterns  and  attenuation 
coefficients.  Should  the  bone/metal  acoustic  impedance  interface 
difference  be  too  great  to  allow  resolution  of  reflected  waves 
from  bone  media  through  stainless  steel,  metals  such  as  vitallium 
and  titanium  with  density  and  elastic  moduli  nearer  that  bone 
will  be  used  . 

PHASE  II:  Phase  I  will  be  repeated  using  machined  pins  with  45° 
tetrahedral  tips  and  90°  faces  with  precise  length  measurements 
with  the  intent  of  maximizing  the  amplitude  of  the  reflected  wave 
and  minimizing  base  width  in  a  cuttiny  tip. 

PHASE  lit:  Cliniclal  feasibility  will  be  determined  by  using 
previously  designed  and  tested  hardware  in  an  articular  tissue 
block  stratified  with  perpend i cu L ar  planes  of  cancellous  bone, 
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Ultrasonic  Localization  of  Internal  Fixation  Devices  Within 
Connective  Tissues  -  Peterson 


subchondral  bone,  and  articular  cartilage.  Correlation  of  the 
strata  level  by  direct  mapping  of  a  cross  section  will  be  compared 
with  depth  measurement  determined  directly  from  a  machined  nylon 
core  guide.  Patterns  of  reflection  will  be  recorded  in  the  pre¬ 
vious  manner  with  progressive  advancement  of  the  pin  to  correlate 
wave  form  with  level  of  penetration. 


PROGRESS 

(83  09  -  83  09)  The  protocol  has  been  developed  and  materials 
list  completed.  Initial  machining  of  parts  is  complete  with 
additional  parts  to  be  designed  following  preliminary  work. 
Connective  tissue  specimens  are  yet  to  be  obtained. 


STATUS:  (O) 
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TITLE:  Replacement  >>t  Interior  Vena  Cava  With  Small  Bowel 

I  n te rpos  it  nm  >  Ira  t  t 

PRINCIPAL  INVESTIGATOR:  MA.J  Eddie  J.  Reddick,  MC 
PROFESSIONAL  ASSISTANT:  MAJ  Stanley  P.  Liebenbery,  VC 
WORK  UNIT  NO:  81/04 


TECHNICAL  OBJECTIVE 

To  demonstrate  the  feasibility  of  replaciny  a  traumat ical ly 
injured  segment  of  inferior  vena  cava  with  a  small  bowel  inter¬ 
position  graft  . 


METHOD 

Laparotomy  will  be  performed  on  six  sheep  and  6  cm  sections  of 
infrarenal  vena  cava  will  be  excised  and  replaced  with  segments 
of  small  bowel  approximately  40  cm  from  ligament  of  Treitz. 

Supply  to  bowel  segment  will  be  preserved. 

Two  weeks  postop,  venogram  of  infrarenal  vena  cava  will  be 
performed  to  assess  patency. 

The  sheep  will  be  re-explored  after  venogram,  and  bowel  segments 
will  be  removed  and  studied  histologically  and  yrossly.  Specific 
histological  points  of  interest  are:  neo-intimal  formation, 
adherence  of  clot,  and  mucosal  changes. 

This  will  be  a  pilot  study.  If  this  project  is  successful,  a  long 
term  study  ( approx imatel y  6  months)  will  be  performed  to  assist 
in  the  assessment  of  aneurysmal  formation  of  the  small  bowel  in 
the  vena  system. 


PROGRESS 

(82  10  -  83  09)  Six  animals  were  studied.  The  small  bowel  was 
removed  from  its  blood  supply  and  inverted  and  the  mucosa  was 
stripped  and  sewn  end-to-end  as  an  interposition  graft  in  the 
inferior  vena  cava.  Five  of  the  animals  died  from  massive  pul¬ 
monary  emboli  from  clots  in  the  grafted  area.  The  other  animal 
was  sacrificed  at  the  end  of  two  weeks.  The  graft  on  this  animal 
was  clotted.  It  was  concluded  that  replacement  of  the  inferior 
vena  cava  with  a  reverse  segment  of  small  bowel  carries  an 
excessively  high  mortality  from  pulmonary  embolism  and  the 
procedure  should  not  be  further  pursued  . 


STATUS:  (C) 


TITLE:  Evaluation  of  the  Arc  Elec t rocoay u 1 ator  (Davol  System  5000) 

in  the  Management  of  Splenic  Trauma 

PRINCIPAL  INVESTIGATOR:  MAO  Eddie  J  .  Reddick,  MC 

PROFESSIONAL  ASSISTANTS:  MAJ  Stanley  P.  Liebenbery,  VC 

CPT  Stephen  H.  Koopraeiners,  MC 

WORK  UNIT  NO:  83/70 

TECHNICAL  OBJECTIVE 

To  determine  if  the  are  electrocoagulator  will  decrease  the  blood 
loss  and  operatiny  time  during  the  repair  of  splenic  lacerations 
when  compared  with  standard  methods  of  treatment. 

METHOD 

SPLENIC  LACERATION:  A  laceration  3  cm  long  and  1/2  cm  deep  will 
be  made  in  the  upper  pole  of  the  spleen,  utilizing  a  #15  blade. 

The  laceration  will  then  be  repaired  utilizing  the  arc  coagulator 
and  two  standard  methods  of  repair.  Eighteen  dogs  will  be  used; 
six  dogs  each  will  be  repaired  with  the  arc  system,  a  standard 
solid-state  electrocoagu lator ,  and  a  combination  suture/chemical 
hemostat  technique.  Prior  to  the  procedure,  the  spleen  will  be 
packed  with  pre-weiyhed  dry  sponges.  Blood  loss  will  be  deter¬ 
mined  by  weight  after  the  procedure.  Time  of  procedure  will  be 
determined  from  the  time  of  splenic  laceration  until  bleeding  is 
stopped.  All  dogs  will  be  re-explored  at  7  days.  The  spleen 
will  be  removed  and  sectioned  for  histologic  study.  Depth  of 
burn/necrosis  will  be  determined. 

SPLENIC  AVULSION:  To  simulate  a  splenic  avulsion,  the  lower  pole 
of  the  spleen  in  each  dog  will  tie  finger  fractured  from  the 
upper  pole  and  removed  at  the  initial  surgery  after  the  above 
experiment  has  been  completed.  Each  splenic  avulsion  will  be 
managed  in  a  similar  manner  to  the  laceration  of  the  upper  pole 
described  above.  Histologic  studies  will  be  done  as  above. 

LIVER  LACERATION/ AVULS ION:  Liver  laceration  and  avulsion  will  be 
done  in  the  same  manner  as  for  the  spleen. 

PROGRESS 

(83  08  -  83  09)  Eighteen  mongrel  dogs  were  divided  into  groups  of 
six  each.  Each  group  had  a  splenic  transection,  a  splenic  lacera¬ 
tion,  and  a  liver  transection.  These  injuries  were  repaired  using 
standard  suture  repair,  standard  solid  state  electrocoagulation, 
and  the  Davol  System  5000  Arc  Electrocoagulator.  A  comparison 
was  made  using  total  blood  loss  for  each  procedure  and  total  time 
required  for  each  procedure.  There  was  no  statistical  difference 
between  the  amount  of  blood  lost  among  the  different  groups; 
however,  the  Davol  System  5000  was  somewhat  faster  than  the 
other  two  methods  at  repairing  splenic  and  liver  t.auma. 


STATUS:  (C) 


TITLE: 


Use  of  Brainstem  Evoked  Response  (B.S.E.R.)  in 
Identification  of  [.earning  Disabilities 


PRINCIPAL  INVESTIGATOR: 
PROFESSIONAL  ASSISTANTS 


CPT  Wallace  E.  Taylor,  MC 

MAU  Carl  F.  Loovis,  NSC 
MAJ  A.  W.  Atkinson,  MC 
Mary  W.  Loovis,  M  .S  . 

Susan  Boyce,  M  .S  . 


WORK  UNIT:  81/97 


TECHNICAL  OBJECTIVE 

To  determine  if  significant  differences  exist  in  auditory  evoked 
response  between  children  with  auditory  processing  problems  and 
normal  children  randomly  selected. 


METHOD 

Ten  randomly  selected  8  and  9-year  old  Caucasion  males  will  be 
subjected  to  puretone  and  speech  audiometry,  tympanometry,  and 
B.S.E.R.  audiometry.  Ten  Caucasian  males,  8  and  9-year  olds, 
suspected  of  having  audi tory- related  learning  disabilities  by 
review  of  school  achievement  testing  will  be  given  the  sections 
of  the  Illinois  Test  of  Psychol i ngu i st ic  Abilities,  subserving 
audition,  and  auditory  processing.  Those  children  scoring  less 
than  25th  percenti’e  in  at  least  one  subtest  will  be  given  the 
same  battery  of  audiologic  tests  as  the  control  group.  The 
choice  of  Caucasian  males  was  made  on  the  basis  of  evidence 
which  suggests  that  B.S.E.R.  potentials  differ  from  sex  to  sex, 
race  to  race,  and  with  age.  By  limiting  the  make-up  of  the 
group,  these  differences  will  be  eliminated.  Questionnaires 
will  also  be  answered  by  parents  involving  history  of  potential 
risk.  Statistical  analysis  will  be  by  t-test  .  If  difference 
exists,  but  is  not  stat i st ical ly  significant,  additional  numbers 
of  children  wilL  be  studied. 


PROGRESS 


(82  10  -  83  09)  No  patients  have  been  entered  in  this  study. 
Discussion  with  several  leading  researchers  in  the  field  of 
learning  disabilities  and  auditory  evoked  response  led  the 
investigators  to  the  conclusion  that  several  modifications  in 
the  design  of  the  study  would  have  to  be  made.  The  protocol 
was  terminated  due  to  the  departure  of  the  principal  investigator. 


STATUS:  (T) 


TITLE: 


Canine  Training  Model  lor  Endoscopic  Laryngeal  Surgery 
Using  the  Co-y  User 


PRINCIPAL  INVESTIGATOR:  CPT  Wallace  E .  Taylor,  MC 

PROFESSIONAL  ASSISTANTS:  COL  Leonard  I, .  Hays,  MC 

MAJ  Stanley  P.  Liehenberg,  VC 
MAJ  Del  Ray  Maughan,  MC 


WORK  UNIT:  82/55 


TECHNICAL  OBJECTIVE 

To  train  ENT  residents  in  the  use  of  the  CO2  laser  in  a  non-human 
subject  in  a  controlled  setting  simulating  a  human  situation 
prior  to  performing  in  an  actual  clinical  setting. 


METHOD 

Twelve  large  mongrel  dogs  wiLl  be  anesthetized  with  ultra-short 
acting  barbiturate  and  placed  in  dorsal  recumbancy .  Suspension 
laryngoscopy  will  then  be  employed  to  visualize  the  larynx.  ENT 
residents  will  use  the  CO2  laser  to  perform  a  partial  1  a r yngec tomy  . 
Supplemental  oxygen  will  be  administered  to  the  animal  using  the 
Saunders  jet  ventiLating  device  to  displace  CO2  from  the  lower 
airways  and  to  facilitate  viewing  of  the  operative  site  during 
actual  tissue  removal  with  the  laser.  The  opposite  hemi larynx 
will  be  left  unoperated  to  serve  as  a  control.  Each  dog  will  be 
placed  on  a  liquid  diet  for  24  hours  post-op  and  will  then  be 
fed  a  semi-soft,  diet  for  ihe  next  5  days.  Each  dog  will  be 
endoscoped  at  weekly  intervals  until  healing  is  completed.  The 
digs  will  then  be  used  in  conjunction  with  the  protocol  "Use  of 
the  CO2  Laser  in  Pharyngeal  Surgery  in  the  Dog";  LTC  Stanley 
P.  Liebenberg,  Principal  Investigator. 


PROGRESS 


(82  10  -  83  09)  No  further  work  has  been  done  on  this 
protocol.  The  investigators  plan  to  continue  work  on  it 
in  the  forthcoming  year. 


STATUS:  (O) 
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r  I  n>  :  Def  i  n  i  n  j  Hlood  Gas  Paramo)  ers  Using  the  Saunders  Jet 

Ve  n  t  i  1  a  t  i  ng  Device  in  the  |)og  in  C'i  >n  j  u  n  c  t  i  on  with 
Endoscopic  Laryngeal  Surgery 


PRINCIPAL  I  NVES  I' IGA  I'OR  :  CRT  Wallace  K.  Taylor,  ML 

PROFESS I  ONA1  ASSISTANTS:  COL  Leonard  l.  Hays,  MC 

MAJ  Willis  H.  Jacob,  NSC 
MAI  Stanley  P.  Liebenberg ,  VC 
MAJ  Del  Ray  Maughan,  MC 


WORK  i !  N I  T :  8 2/ 5  6 


1  LCHNICAL  OBJECTIVE 

To  Tit  me  blood  gas  and  blood,  pH  levels  in  the  dog  using  the 
Saunders  jet  vent  Hating  device. 

MK/LHOD 

A  total  of  six  dogs  will  be  included  in  this  study.  After  each 
do  j  has  been  anesthetized  wit  n  ultrashort-acting  barbiturate  and 
before  actual  tissue  excision  with  the  CO 2  laser  commences ,  a 
femoral  arterial  cutdown  will  be  performed.  Arterial  catheter¬ 
ization  will  be  made  under  direct,  visualization  by  insertion  of 
an  Intracath.  After  ligatures  are  securely  placed  around  the 
Intracath  to  prevent  accidental  withdrawal,  a  3-way  stopcock 
will  De  placed  on  the  end  of  the  catheter,  the  catheter  will  be 
flushed  with  10%  heparinized  saline  to  prevent  clot  formation, 
and  then  the  catheter  will  be  connected  to  a  Hewlett-Packard 
Model  7700  8-channel  physiocraph  machine  for  blood  pressure  and 
EKG  monitoring.  Ventilation  with  the  Saunders  device  will  be 
pert  .'tune  1  u.  varying  rates  (4,  5,  7.S,  12,  and  30  t  imes  /minute ) 

for  “>  minutes  each  .  The  duration  of  each  burst  of  oxygen  will 
be  approximately  one  second.  An  initial  arterial  blood  sample 
will  be  drawn  for  ,  CO^ ,  and  pH  determinations  prior  to  any 
ventilation  with  the  Saunders  device.  Further  blood  samples  for 
the  same  parameters  w i  I  1  be  drawn  at  the  end  of  each  5  minute 
ventilation  period.  The  study  will  commence  with  the  most  rapid 
rate  (  30/minule)  and  pi  -n-eed  in  order  to  the  slowest  rate  (4/minuti 
After  comploti  >n  of  ill  ventilation  periods,  the  Intracath  wiLl 
be  withdrawn.  This  pt  >t  mo  I  will  be  done  in  conjunction  with 
the  protocol  "Use  of  the  (Tig  Laser  in  Pharyngeal  Surgery  in  the 
Dog";  LTC  Stanley  P.  Liebenberg,  Principal  Investigator. 

PROGRESS 


(82  10  -  8  3  09)  Duo  tn  t  ho  transfer-  •  >t  the  principal  investigator 

no  work  was  conduct.**- :  .  >  n  this  pro  ]ect  curing  KY  HI.  MAJ  Stanley 
Liebenberg  has  agre«*ii  t  >  boc-niu*  the  principal  investigator  and 
will  attempt  to  compl  «•»  .•  t  ;.*•  pt  >  |«>ct  prior  to  his  transfer  in 
Aug  list  I  ■>  H  4  . 


IT  A  IMS: 


0)1 


I'  1  I'l.K :  I’CV.  141P  -  Total  Sanctuary  v:;  Convent  i'm.il  CNS  Treatment, 

of  Newly  Diagnosed  Acute  Lymphoblast  ic  Leukemia  for 
Patients  with  "Average  Risk"  and  "High  Risk"  Prognostic 
Character i st ics.  Phase  ill 

PRINCIPAL  INVKSTICATOR:  MAJ  Allen  R.  Potter,  MC 

PROFESS IONAI.  ASSISTANTS:  LTC  Charlene  P.  Holt,  MC 

LTC  Alan  1).  Mease,  MC 

WORK  UNIT  NO:  79/89 


TECHNICAL  OBJECTIVES 


To  compare  the  effects  of  high-dose,  protracted  IV  methotrexate 
infusion  vs  standard  cranial  irradiation  plus  IT  methotrexate 
on:  (1)  central  nervous  sytem  relapse;  (2)  central  nervous 

system  toxicity  -  doth  acute  and  delayed;  (3)  hematologic  remis¬ 
sion  induction  and  duration;  (4)  non-CNS  extramedullary  relapse 
(e.g.  testes);  and  (5)  survival. 

METHOD 

Previously  untreated  patients  \21  years  of  age  with  acute 
1  mphoDlast  ic  leukemia  who  are  <3  years  old,  >_7  or  have 
have  an  initial  WBC  of  greater  than  10,000/ul  will  be  eligible, 
patients  with  the  diagnosis  of  acute  undifferentiated  leukemia 
on  any  initial  WBC  will  be  treated  on  this  protocol  but  analyzed 
as  a  separate  group.  Patients  will  be  treated  initially  with 
prednisone,  vincristine,  L'asparay inase ,  daunomycin,  and  central 
nervous  system  prophylaxis.  The  type  of  CNS  prophylaxis  will  be 
determined  by  randomization  and  will  consist  either  of  very  high 
doses  of  methotrexate  [V  or  cranial  radiation  plus  IT  methotrexate. 
Most  of  the  CNS  therapy  wil 1  be  given  during  the  second  month  of 
treatment,  during  which  6-MP  will  replace  the  daunomycin  and 
L-asparag i nase  .  From  the  third  month  on,  remission  will  be  main¬ 
tained  by  a  sequence  of  multiple  drug  administrations,  including 
vincristine,  prednisone,  L-aspa rag i nase ,  daunomycin,  methotrexate, 
cyclophosphamide,  and  6-MP.  M3  bone  marrow  or  extramedullary 
leukemia  at  any  time  will  be  cause  for  removal  from  the  study. 

PROGRESS 


(8z  10  -  83  09)  One  pit  ient  was  entered  on  study  during  FY  83 

and  developed  hepatotoxicity  which  was  reversible.  One  patient 
with  Down's  syndrome  who  was  entered  during  the  previous  year 
expired  from  severe  marrow  hypoplasia  and  renal  toxicity  from 
methotrexate  . 


Patients  are  no  longer  being  randomized.  All  patients  with 
"average  risk"  are  treated  with  total  sanctuary  because  this  arm 
is  definitely  superior  as  far  as  decreasing  bone  marrow  relapses. 
CNS  relapse  rate  appears  to  be  not  significantly  different  between 
the  two  groups. 


STATUS:  (O) 
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TITLE:  CCG  #251:  Treatment  ot  Newly  Diagnosed  Acute 

Non-Lymphocy t ic  Leukemia  with  Multiagent  Chemotherapy 
(Cyclic  Versus  Continuous)  or  Bone  Marrow  Transplantation 
Following  Total  Body  Irradiation 

PRINCIPAL  INVESTIGATOR:  MAJ  Allen  R.  Potter,  MC 

PROFESSIONAL  ASSISTANT:  LTC  Alan  D .  Mease,  MC 

WORK  UNIT  NO:  81/103 


* 


TECHNICAL  OBJECTIVES 

To  improve  remission  duration  and  survival  in  children  with 
previously  untreated  acute  non- 1 ymphocy t ic  leukemia  using  Cytoxan 
and  total  body  irradiation  followed  by  bone  marrow  transplantation 
with  compatible  donor  marrow  for  those  children  who  achieve  a 
complete  remission  with  induction  therapy;  to  compare  two  inten¬ 
sive  maintenance  regimens;  continuous  6- th ioguan i ne  with  monthly 
courses  of  Cytoxan,  vincristine,  5-azacy t id i ne ,  and  cytosine 
arabinoside  vs  repeated  cycles  of  6-thioguanine  and  cytosine 
arabinoside;  adriamycin  and  cytosine  arabinoside;  prednisolone, 
vincristine,  methotrexate,  and  6-me rcaptopur i ne ;  5-a zacy t id i ne 
and  adriamycin;  and  BCNU  and  cyclophosphamide;  to  evaluate  the 
induction  capabilities  of  adriamycin  and  cytosine  arabinoside; 
and  to  evaluate  the  prognostic  significance  of  any  chromosomal 

abnormalities  in  leukemic  cell  lines.  I 


METHOD 

Induction  therapy  will  consist  of  adriamycin  and  ARA-C  given  IV. 
When  the  bone  marrow  by  aspiration  is  M-l  (day  29)  or  M-2  (day 
57),  subjects  will  receive  one  of  the  two  intensive  maintenance 
regimens  listed  above  with  concomitant  radiotherapy  or  bone 
marrow  transplant  preceded  by  two  successive  days  of  Cytoxan 
therapy,  followed  four  days  later  by  total  body  irradiation. 
Patients  21  years  of  age  at  diagnosis  who  have  previously 
untreated  acute  non-lymphocy t ic  leukemia  will  be  eligible. 


PROGRESS 

(82  10  -  83  09)  One  patient  has  been  entered  (FY  83)  with 
good  results.  The  patient  is  still  on  chemotherapy. 


STATUS:  (O) 


21  5 


TITLE:  CCG  172  -  Kvaluat  ion  of  Cis-Platinum  Diamine  Dichloride 

( CPDD )  and  4 1  - Deme thyl-Epidophyl lo toxin- p-D-Thenyl idene 
Glucoside  (VM-26)  for  the  Treatment  of  Recurrent  S t a  j e 
IV  Neuroblastoma  of  Childhood,  Phase  II 

PRINCIPAL  INVESTIGATOR:  MAJ  Allen  R.  Potter,  MC 

PROFESSIONAL  ASSISTANTS:  LTC  Charlene  F.  Holt,  MC 

LTC  Alan  D.  Mease,  MC 

WORK  UNIT  NO:  79/35 


TECHNICAL  OBJECTIVES 

To  determine  if  CPDD  and  VM-26,  Doth  of  which  have  been  reported 
to  produce  responses  in  recurrent  Stage  IV  neuroblastoma  as 
single  agents,  are  efficacious  when  given  in  combination. 


METHOD 

Patients,  to  be  eligible,  must  have  Stage  IV  neuroblastoma, 
i  .e  . ,  remote  disease  involving  skeleton,  marrow,  soft  tissues, 
distant  lymph  notes,  etc.  Patients  previously  treated  with 
CPDD  and/or  VM-26  are  not  eligible.  VM-26,  150  mg/M2  IV,  will 
be  administered  on  days  1,  8,  and  15.  CPDD,  4.5  mg/kg  IV,  will 
be  administered  on  day  2  (24  hours  after  day  1  dose  of  VM-26). 
Patients  will  be  hospitalized.  Cycles  will  be  repeated  every 
three  weeks.  Two  complete  cycles  will  be  considered  an  adequate 
trial.  If  a  complete  or  partial  response  is  noted,  cycles  will 
be  continued  until  progressive  disease  ensues. 


PROGRESS 

(74  11  -  H  j  05)  No  entries  at  MAMC . 


STATUS:  (T) 


216 


TITLE:  CCU  #551:  A  Trial  of  Memorial  Hospital  LSA2-L2  Treatment 

Rejimen  (Modified)  Cyclophosphamide,  Vincristine,  Predni¬ 
sone,  Methotrexate,  and  Daunomycin  for  Induction;  Cytosine, 
Arabinoside,  6-Th iogua n i ne ,  L-Asparag i nase ,  Methotrexate, 
and  BCNU  for  Consolidation;  and  6-Th ioguan i ne ,  Hydroxyurea, 
Cytosine  Arabinoside,  and  Methotrexate  for  Maintenance  vs 
Intermittent  High  Dose  Cyclophosphamide,  Moderate  Dose  Metho¬ 
trexate,  Vincristine,  and  Prednisone  (COMP)  and  Radiation 
Therapy  tor  the  Treatment  of  Non-Hodgkin's  Lymphoma  in 
Children,  With  A  Study  of  Disease  Characterization,  Phase  III. 

PRINCIPAL  INVESTIGATOR:  MAJ  Allen  R.  Potter,  MC 

PROFESSIONAL  ASSISTANTS:  LTC  Charlene  P.  Holt,  MC 

LTC  Alan  D.  Mease,  MC 

WORK  UNIT  NO:  79/36 


TECHNICAL  OBJECTIVES 


To  study  the  classification  and  biology  of  that  group  of  child¬ 
hood  neoplasms  included  in  the  non-Hodgkin’s  lymphomas.  To 
compare  the  effectiveness  of  two  combination  chemotherapy  programs 
(Memorial  Hospital  LS A2 - L2  and  COMP)  in  the  control  of  all  forms 
of  childhood  non-Hodgkin's  lymphoma.  To  determine  for  each  of 
the  two  treatment  regimens  the  effectiveness  of  standardized  IT 
methotrexate  without  radiation  for  the  control  of  occult  CNS 
disease.  To  determine  for  each  of  the  treatment  regimens  the 
effectiveness  of  standardized  irradiation  of  bulk  disease. 

METHOD 

All  newly  diagnosed  and  previously  untreated  patients  with  non- 
Hodgkin's  lymphoma  will  be  eligible.  Multi-disciplinary  treatment 
of  the  patient  is  required  in  this  study.  Surgical  treatment  will 
be  undertaken  first.  For  most  patients  this  will  be  a  biopsy 
procedure,  but  for  abdominal  presentation,  major  tumor  resection 
may  be  necessary.  Following  the  surgical  phase  of  treatment  and 
the  initial  evaluation,  treatment  will  commence  with  combined 
chemotherapy  and  irradiation  by  random  choice  between  Regimen  I 
or  Regimen  II  (see  title  for  drugs  in  each  regimen).  Irradiation 
will  commence  during  induction  upon  bone  marrow  recovery.  In 
general,  irradiation  will  be  completed  before  consolidation  or 
maintenance  has  commenced  according  to  regimen.  Treatment  will 
terminate  on  completion  of  IB  months  of  treatment.  All  patients 
will  be  followed  for  a  minimum  of  5  years  or  until  death. 

PROGRESS 


(78  11  -  83  05)  Three  patients  were  entered  during  previous 
years,  all  males.  One  is  followed  elsewhere.  Two  are  off  therapy 
without  evidence  ot  disease  two  years  after  therapy.  overall 
group  results  within  COG  have  been  good  with  "good  prognosis" 
patients  and  fair  with  "poor  prognosis"  patients. 


STATUS:  (C) 


TITLE  :  CCG  #  H  b  l  :  Surgery,  Radiation  Therapy,  and  Chemotherapy 

with  Hleomycin,  Vinblastine,  Cis-Platinum  diamine  bichlo¬ 
ride,  Act i nomyci n-D,  Cyclophosphamide,  and  Adriamycin  in 
tile  Treatment  of  Local  and  Metastatic  Malignant  derm 
Cell  Ovarian  Tumors  of  Childhood  (Phase  II  Study) 

PRINCIPAL  I NVKST I GATOR :  MAT  Allen  R.  Potter,  MC 

PROFESSIONAL  ASSISTANTS:  LTC  Charlene  Holt,  MC 

LTC  Alan  Mease,  MC 

WORK  UNIT  NO:  7  9/46 


TECHNICAL  OBJECTIVES 

To  determine,  in  patients  w i t h  germ  cell  ovarian  malignancy  wiuch 
has  been  completely  excised  by  surgery,  treated  with  6-drug 
chemotherapy,  and  perhaps  with  radiation  tiierapy,  the  length  of 
disease  free  interval  and  the  percentage  of  patients  having  long 
term  survival;  to  determine,  in  patients  with  residual  or  meta¬ 
static  disease  treated  with  surgery,  6-drug  chemotherapy,  and 
radiation  therapy,  the  effectiveness  of  the  treatment  program  as 
indicated  by  percent  of  patients  experiencing  CR  or  PR  and  the 
length  of  the  remission  periods;  to  examine  the  relationship 
between  age,  tumor  type,  staging,  and  pathology  with  prognosis; 
and  to  determine  if  a  single  arm  study  of  an  infrequent  childhood 
tumor  is  practical  and  produces  significant  conclusions. 


METHOD 

Patients  will  be  treated  with  chemotherapy  for  18  weeks.  At 
week  18,  a  second  look  laparotomy  is  performed.  If  there  is 
residual  or  persistent  tumor  present,  radiation  therapy  will  be 
given.  If  there  is  no  residual  or  persistent  tumor  at  this  time, 
radiation  therapy  will  not  be  administered.  If  at  24  weeks  the 
patient  has  progressive  disease,  the  patient  will  be  taken  off 
the  study.  Patients  on  the  study  will  continue  chemotherapy 
until  week  102.  The  patient  will  be  taken  off  the  study  if 
there  is  progressive  disease  after  24  weeks  of  therapy  or  if 
recurrent  or  metastatic  disease  appears  after  six  months  of 
therapy  . 


PROGRESS 

(78  11  -  83  09)  No  entries  at  MAMC  . 


2  18 


STATUS:  (O) 


D  E  T  A  [  L  S  H  E  K  T  S 


F  O  R 


PROTOCOL  S 


FRED  HUTCHINSON  CANCER  RESEARCH  CENTER  CROUP  PROTOCOLS 


I’lI'LH:  PHCRC  #11  -  Protocol  tor  Treatment  of  Adult  Acute 

Non  1 ymphocy t i c  Leukemia,  study  V. 

PRINCIPAL  INVESTIGATOR:  LTC  Irwin  B.  Da be ,  MC 

PROFESSIONAL  ASSISTANTS:  COL  Friedrich  H.  Stutz,  MC 

LTC  dames  E.  Congdon ,  MC 
MAJ  Thomas  M.  Baker,  MC 
MAJ  Alfred  H.  Chan,  MC 
MAJ  Howard  Davidson,  MC 
MAJ  Timothy  J.  O'Rourke,  MC 

WORK  UNIT  NO:  83/30 


TECHNICAL  OBJECTIVES 

To  determine  the  complete  remission  rate  with  intensive  induction 
in  patients  with  ANL ;  to  determine  if  therapy  with  high-dose 
Ara-C,  Asparaginase,  AMS A ,  and  VP-16  will  decrease  the  rate  of 
leukemic  relapse;  to  determine  whether  the  wider  application  of 
marrow  transplantation  using  alloyenetic,  partially-matched, 
unrelated,  and  autologous  marrow  will  increase  the  cure  rate  of 
ANL  in  patients  less  than  30  years  of  age;  and  to  determine  if 
marrow  transplantation  should  be  carried  out  in  first  remission 
oc  at  first  sign  of  relapse  in  patients  age  30-50. 


METHOD 

All  Patients  <75  years  with  adult  nonlymphocy t ic  leukemia, 
previously  untreated  except  for  the  administration  of  hydroxyurea 
are  eligible.  Diagnoses  to  be  included:  acute  myelocytic, 
promyelocy t ic ,  monocytic,  myelomonocytic ,  acute  undifferentiated, 
and  ery throleukemic  .  Daunomycin,  Ara-C,  6-thioguanine ,  vincris¬ 
tine,  and  prednisone  will  be  used  in  Cycle  I  as  the  induction 
regimen;  Cycle  2  will  be  high-dose  Ara-C  and  asparaginase; 

Cycle  III  -  same  as  Cycle  I;  Cycle  IV  will  be  high  dose  AMS A  and 
VP-16;  cycle  V  -  same  as  Cycle  I,  Cycle  VI  will  be  vincristine, 
prednisone,  6-mercaptopur ine ,  and  methotrexate.  Regardless  of 
remission  status,  patients  <30  will  be  offered  bone  marrow 
transplanta t ion  after  Cycle  2.  Patients  30-50  years  of  age  who 
have  not  achieved  complete  remission  after  two  courses  or  who 
relapse  after  remission  will  be  offered  transplantation.  Patients 
>50  will  receive  chemotherapy  only.  All  patients  will  continue 
on  chemotherapy,  regardless  of  transplantation  status. 


PORGRESS 

(83  01  -  83  09)  No  patients  entered. 


STATUS:  (O) 


TITLE:  FHCRC  102  -  Protocol  for  the  Treatment  of  Adult  Acute 

Lymphoblastic  Leukemia  (ALL) 

PRINCIPAL  INVESTIGATOR:  LTC  Lrwin  B.  Dabe ,  MC 

PROFESSIONAL  ASSISTANTS:  COL  Friedrich  H.  Stutz,  MC 

LTC  James  E.  Congdon ,  MC 
MAJ  Thomas  M.  Baker,  MC 
MAJ  Alfred  H.  Chan,  MC 
MAJ  Howard  Davidson,  MC 
MAJ  Timothy  J.  O'Rourke,  MC 

WORK  UNIT  NO:  83/53 


TECHNICAL  OBJECTIVES 

To  determine  the  complete  remission  rate  with  intensive  induction 
in  adults  with  ALL;  to  determine  the  overall  survival  of  patients 
treated  with  this  intensive  consolidation  and  maintenance  therapy 
and  to  determine  the  remission  duration  and  overall  survival  of 
patients  treated  with  CY  and  TBI  and  a  HLA  matched  sibling  bone 
marrow  transplant  while  in  first  remission  and  to  compare  the 
results  with  those  patients  who  achieve  a  remission  and  are 
continued  on  chemotherapy. 


METHOD 

All  patients  with  acute  lymphoblastic  leukemia  over  the  age  of  18 
and  less  than  age  50  who  are  previously  untreated  except  for  the 
administration  of  hydroxyurea,  prednisone,  and  vincristine  are 
eligible.  Also  included  will  be  young  adults  with  lymphoblastic 
lymphoma  (T  cell  variant).  Individuals  will  be  treated  with  one 
or  two  cycles  of  a  four-drug  regimen.  Those  not  achieving  a 
remission  after  two  cycles  of  induction  therapy  will  be  taken 
off  study  and  treated  with  other  drugs.  Those  who  have  a  tissue 
match  with  a  donor  will  be  followed  by  no  further  leukemic  treat¬ 
ment  unless  they  relapse.  Those  without  a  tissue  match  will  be 
treated  with  further  drug  treatment  for  15  ten-week  cycles  at 
which  time  therapy  will  be  stopped  and  they  will  be  followed 
closely.  Spinal  taps  and  bone  marrow  exams  will  be  done  period¬ 
ically  during  consolidation  and  maintenance  drug  therapy. 


PROGRESS 

(83  03  -  83  09)  No  patients  have  been  entered. 


STATUS:  (O) 


f 


Y  I  H.K  : 


FHORC  #143:  Treat  ment  d  Rel.ipsed 
Leukemia  with  AMSA,  an  1  Use  ot  in 
Cell  Assay)  to  Predict  a  Response 


Aeutf  Nonlymphocyt  ic 
Vitro  Studies  (Stein 
in  Vivo. 


PRINC I  PAL  1 NVKST I  GATOR : 
PROFKSS IONAL  ASS  1 STANTS 


WORK  UNIT  NO:  8  3/48 


LTC  Irwin  H.  Da be,  MC 

Col,  Friedrich  H.  Stutz,  MC 
LTC  James  F,  .  Conydon,  MC 
MAJ  Thomas  M.  Baker,  MC 
MAJ  ALfred  H.  Chan,  MC 
MAJ  Howard  Davidson,  MC 
MAJ  Timothy  J.  O'Rourke,  MC 


TECHNICAL  OBJ  FCTI  VF 

To  determine  the  anility  of  AMSA  to  induce  remission  for  patients 
with  acute  non  lymphoblast ic  leukemia  in  relapse. 


METHOD 

Patients  who  have  relapsed  after  successful  induction  of  remission 
with  daunomycin  and  cytosine  arabinoside ,  as  well  as  patients 
who  have  failed  two  cycles  of  remission  induction  therapy,  are 
elyible  for  this  study.  The  factors  that  will  be  analyzed  include 
duration  of  first  remission,  nature  and  amount  of  previous  chemo¬ 
therapy  received,  age  and  number  of  cycles  of  therapy  to  first 
complete  remission.  Patients  will  receive  AMSA  120  my/M^  for  five 
days.  A  bone  marrow  exam  will  be  done  on  day  14.  If  the  marrow 
has  more  than  30%  blasts  when  the  marrow  is  hypocellular  or  more 
than  10%  when  the  marrow  is  normoce 1 1 u 1  a r ,  a  second  incution 
course  will  be  given.  A  minimum  of  two  courses  is  needed  to 
evaluate  response.  If  after  two  courses  a  complete  remission  is 
not  reached  and  the  patient  has  not  had  undue  toxicity,  a  third 
course  may  be  given. 


PROGRESS 


(8  3  02 


83  09)  No  patients  entered. 
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STATUS:  (n) 


TITLE:  FHCRC  #15  2:  Combined  Modal  it/  Trt.Mtinent  tor  Non-Hodgkin's 

Lymphomas  of  Intermediate  am  i  High-  tirade  Mil  i  gnancy 

PRINCIPAL  I NVKST  I  GAT'  )R  :  LTV  tames  H  .  Congdon,  MC 

PROFESSIONAL  ASSISTANTS:  COL  Friedrich  H.  St.utz,  MC 

LTC  Irwin  B .  Dabe ,  MC 
MAJ  Thomas  M.  Baker,  MC 
MAS  Alfred  H.  Chan,  MC 
MAT  Howard  Davidson,  MC 
MAT  Timot  hy  I  .  O'Rourke,  MC 


WORK  UNIT  NO:  8  i/47 


TECHNICAL  OBJECTIVE 

To  compare  in  patients  with  extensive  (stage  III  and  IV),  aggres¬ 
sive  (intermediate  and  high-grade  mnl i j nancy )  non-Hodgkin's 
lymphoma  (NHL)  the  response  rate,  duration,  ami  survival  after 
treatment  with:  (l)  combined  cyclophosphamide,  adriamycin,  vin¬ 
cristine,  and  prednisone  (CHOP)  chemotherapy  combined  with  total 
body  irradiation  (TBI),  or  (2)  CHOP  chemotherapy  combined  with 
upper  and  lower  hemibody  irradiation  (HBI);  and  to  determine  the 
response  rate,  duration  and  survival  of  patients  with  1 imi ted 
(stage  I,  II,  and  certain  stage  III  and  IV),  aggressive  NHL 
treated  with  CHOP  chemotherapy  with  local  radiotherapy. 


METHOD 


After  appropriate  tests  to  determine  the  extent  of  the  lymphomas, 
patients  will  receive  4  cycles  of  multi-agent  chemotherapy  to 
include  cytoxan,  adriamycin,  oncovin  and  prednisone.  At  the  end 
of  4  cycles  of  chemotherapy,  given  4  weeks  apart,  patients  will 
be  restaged  to  determine  the  extent  of  remaining  disease.  If 
there  is  at  least  a  50%  reduction  in  the  observed  disease,  the 
patients  will  proceed  to  phase  II  consisting  of  radiation  theapy  . 
All  patients  will  receive  prednisone  every  other  day  by  mouth 
and  vincristine  IV  every  other  week.  Those  patients  with  disease 
involving  <50%  of  the  body  will  receive  limited  radiation  therapy 
to  sites  of  known  lymphoma  involvement.  Those  patients  with 
extensive  disease  wilL  be  randomized  to  receive  either  low  dose 
total  body  radiation  or  low  dose  sequential  hemibody  radiation 
therapy.  At  the  completion  of  Phase  II,  all  patients  will 
receive  4  more  cycles  of  CHOP  with  the  intervals  lengthened  to 
8  weeks.  At  the  end  of  phase  III,  if  there  is  no  evidence  of 
remaining  disease,  patients  will  be  taken  off  therapy  and  observed. 

PROGRESS 

(83  02  -  83  09)  Three  patients  have  been  entered.  Two  patients 
experienced  vincristine  toxicity  requiring  decreased  dosage  or 
discontinuation,  two  patients  experienced  some  gastritis  (one 
related  to  adriamycin),  and  one  patient  experienced  prolonged 
myelotoxicity  after  hemibody  radiation. 

STATUS:  (O) 


22  3 


DETAIL  S  H  K  E  T  S 

FOR 

PROTOCOLS 


GYNECOLOGY  ONCOLOGY  GROUP  PROTOCOLS 


!  '  l  :,!•  :  i ;< u ;  #  2  nc :  A  Phase  11  l'r  i a  l  ot  ('  is-Plal  inum  Di amin i ned  i  oh l or  id* 
PRINCIPAL  1  NVSSTl GATOR;  COL  Roger  H.  Lee,  MC 
PRoSKSS  lONAl.  ASS  1  ST  AN  IS  :  ( ' '  > ! .  William  L.  Henson,  MC 
wnKK  UNI  T  NO:  H.L/D7 


TK C HN  I  CAL  OtULCT  1  V K 

i'o  determine  the  etticacy  ot  cis-platinu1".  <i  i  dira  l  ned  i  eh  lor  i  de  in 
patient,  s  whose  advanced  ma  I  iynanc  i  e  s  have  boon  resistant  to 
higher  priority  methods  of  treatment  . 

MKT HOD 

All  patients  with  measurable  gynecolog  i  ca  l  cancer,  who  have 
tailed  higher  priority  therapies,  will  be  ottered  ci  s-plat  inu.n 
as  a  Phase  IT  drug  to  determine  its  efficacy.  The  drug  is  given 
at  all  my/M2  intravenously  every  three  weeks  as  t.oxicity  permits. 
Patients  who  respond  or  who  demonstrate  disease  will  continue  to 
receive  the  agent,  until  progression  has  occurred  . 


PROGRESS 

(R2  10  -  8. 1  00)  Two  patients  have  been  entered  on  this  protocol 
in  previous  years;  one  had  progression  of  disease. 


STATUS:  (O) 


2  2a 


TITLE:  GOG  #26D:  A  Phase  II  Trial  of  VP- 16  in  Patients  *nth 
Advanced  Pelvic  Malignancies 

PRINCIPAL  INVESTIGATOR:  COL  Roger  B.  Lee,  MC 

PROFESSIONAL  ASSISTANT:  COL  William  L.  Benson,  MC 

WORK  UNIT  NO:  83/18 


TECHNICAL  OBJECTIVE 


To  determine  the  efficacy  of  VP-16  in  patients  whose  advanced 
malignancies  have  been  resistant  to  higher  priority  methods  of 
treatment  . 


METHOD 

All  patients  with  measurable  gynecological  cancer  who  have  failed 
higher  prior  therapies  will  be  offered  VP  16  as  a  Phase  II  drug 
to  determine  its  efficacy.  The  drug  will  be  given  as  100  mg/M2 
intravenously  on  days  1,  3,  and  5,  every  four  weeks.  Patients 
who  respond  or  demonstrate  disease  will  continue  to  receive  the 
agent  until  progression  has  occurred. 


PROGRESS 

(82  11  -  83  09)  No  patients  entered. 
STATUS:  (O) 


22  6 


!  I  r  1  r. :  Wilt,  #  >.  h  !■_ :  A  Phis.-  !!  trial  •')  d,l  aci  i  t  -  ,l  I  ,  /.  :  a  ,  6- ill  in  ii  /  ;  pj 

in  Pit  iriit  s  wttii  Advanced  lv  1  v  i  M  a  I  ignanc  ies 

P  M  I  :\Y  1  • '  -M .  I  NVKS  l  I  ■ ’.A  A  )R  :  <"Ol.  Roger  H  .  Lee  ,  " 

IVt  >(•'  KSS  !  i  >N  A  l  ASSISTANTS:  COL  William  1, .  Henson,  Ml' 

.v;  >RK  'All'  NO :  HI  1  4 


1  M'HNICAl.  OBJKCilVK 

■  determine  the  efficacy  of  glactitol  l  ,  2  :  S  ,  h-d  i  anhydro  in 
patients  w hose  a  ivanced  malignancies  have  been  resistant  to 
hi  jher  pri  >  r  i  t.  y  Methods  of'  t  re  itment. 

M  KT H(  )D 

Ail  patients  with  . .  ijym’col  og  ica  1  cancer  who  have  tailed 

n  i  jher  prior  trier  goes  will  offered  y  1  act  i  tol  1  ,2  :  5 , 6-d i anhydro 

as  a  Phase  11  drug  to  to  determine  its  efficacy.  The  drug  will 
nt-  }  i  ven  as  mi  :ng  /*\2  slow  !  .v.  push  weekly.  It  no  toxicity  has 
nis  occurred  ntt.er  4  doses ,  the  dosage  will  r>e  increased  to 
7  ■>  mg /'-id  weekly.  Patients  will  continue  to  receive  the  agent 
m t,  i  1  pr ■  eg  re s s  .  >n  ict:u >  s  . 

! '  Ri  )OKT  SS 

in  2  11  -  B  i  ll'-t  . I  No  p  1 1  l  e  n  t  s  entered. 

SI  Al'IIS  :  (o) 
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TITLE :  GOG  #  2  6G :  A  Phase  II  Trial  of  1CRK-188  in  Patients  wit’. 
Advanced  Pelvic  Ma  1  iynancies 

PRINCIPAL  INVESTIGATOR:  COL  Royer  H.  Lee,  MC 

PROFESSIONAL  ASSISTANT:  COL  WilLiam  L.  Benson,  MC 

WORK  UNIT  NO:  83/20 


TECHNICAL  OBJECTIVE 

To  determine  the  efficacy  ot  1CRF-159  in  patients  whose  advanced 
malignancies  have  been  resistant  to  higher  priority  methods  of 
treatment . 


METHOD 

All  patients  with  measurable  yyneco loy ica L  cancer  who  have  tailed 
higher  prior  therapies  will  be  offered  1CRE-159  as  a  Phase  II 
drug  to  to  determine  its  efficacy.  The  drug  will  be  given  by 
mouth  as  1.5  ym/M2 ,  in  three  divided  doses,  one  every  6  hours, 
on  day  1,  repeated  weekly  as  marrow  recovery  permits.  Patients 
will  continue  to  receive  the  agent  until  progression  occurs. 


PROGRESS 

(82  1  1  -  83  09)  One  patient  was  entered  and  hail  projrossion  of 
d i sease  . 


STATUS:  (O) 


228 


of  AMSA 


TiTLE:  i '.ik;  4  261:  \  Phase  II  Trial 

Pelvic  Mai  ig nancies 

PRINCIPAL  INVESTIGATOR:  COL  Royer  B 

PROFESSIONAL  ASSISTANT:  COL  William 

WORK  UNIT  NO:  Si  '2  1 


in  Patients  witn  Ativan 

Lee ,  MC 
L.  Benson,  MC 


TECHNICAL  OBJECTIVE 


To  determine  the  efficacy  of  AMSA  in  patients  whose  advanced 
malignancies  have  been  resistant  to  higher  priority  methods  of 
treatment  . 


METHOD 

All  patients  with  measurable  gynecological  cancer  who  have 
faiieu  nigner  prior  therapies  win  uu  offered  AMSA  as  i  Ph ase  ! 
drug  to  to  determine  its  efficacy.  The  drug  will  b->  given  as 
60  my/M2  I  .V .  once  every  28  days.  Patients  will  continue  to 
receive  the  agent  until  progression  occurs. 


PROGRESS 


(82  li  -  8J  US)  No  patients  entered. 
STATUS:  (O) 


22P 


TITLE:  GOG  #26.7:  A  Phase  II  Trial  of  Yoshi  864  in  Patients  with 
Advanced  Pelvic  Malignancies 

PRINCIPAL  INVESTIGATOR:  COL  Roger  B.  Lee,  MC 

PROFESSIONAL  ASSISTANT:  COL  William  L.  Benson,  MC 

WORK  UNIT  NO:  83/22 

TECHNICAL  OBJECTIVE 

To  determine  the  efficacy  of  Yoshi  864  in  patients  whose  advanced 
malignancies  have  been  resistant  to  higher  priority  methods  of 
treatment . 


METHOD 

All  patients  with  measurable  gynecological  cancer  who  have  failed 
higher  prior  therapies  will  he  offered  Yoshi  864  as  a  Phase  II 
drug  to  to  determine  its  efficacy.  The  drug  will  be  given  as 
1.6  m  j  'k.j'd  x  8  I  .V  .  every  six  weeks.  Patients  will  continue  to 
receive  t no  agent  until  progression  occurs. 


PROGkESS 


a  c  :  i  -  i  f  1 1  hi  N< )  patients  entered. 


:  % 
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T  I  H.E  : 


I'.DC,  #  2bL:  A  Phase  II  Trial  ot  Tainoxiten  (NSC  lHIPSi)  m 
Patients  with  Advanced  Epithelial  Ovarian  Carcinoma, 
Part  11 


P!’r  NCI  PAL  INVESTIGATOR:  COL  Royer  B.  Lee,  MC 
PROPKSSIONAL  ASSISTANTS:  CoL  William  Benson,  MO 
WORK  UNIT  NO:  83/52 

TECHNICAL  OBJECTIVE 

To  determine  the  etticacy  of  tamoxifen  in  p a t  rail  s  whose  advanced 
ma  1  iynanc  ices  have  been  resistant  to  higher  priority  methods  of 
t  re  a  tine  nt  . 


METHOD 

All  patients  with  measurable  gynecological  cancer  who  have  failed 
higher  prior  therapies  wilL  be  offered  tamoxifen  as  a  phase  II 
drug  to  to  determine  its  efficacy.  The  drug  wiLl  be  given  as 
20  mg  PO  b.i.d.  until  adverse  effects  prohibit  further  therapy. 

A  minimum  trial  will  be  defined  as  receiving  a  minimum  of  eight 
weeks  of  therapy. 


PROGRESS 


(83  03  -  83  09)  No  patients  entered. 


STATUS:  (0) 


TITLE:  GOG  #26M:  A  Phase  II  Trial  of  PALA  in  Patients  with  Advanced 
Pelvic  Malignancies 

PRINCIPAL  INVESTIGATOR:  COL  Royer  B.  Lee,  MC 
PROFESSIONAL  ASSISTANT:  COL  William  L.  Benson,  MC 
WORK  UNIT  NO:  83/23 


TECHNICAL  OBJECTIVE 

To  determine  the  efficacy  of  PALA  in  patients  whose  advanced 
malignancies  have  been  resistant  to  higher  priority  methods  of 
treatment  . 


METHOD 

All  patients  with  measurable  gynecological  cancer  who  have 
failed  higher  prior  therapies  will  be  offered  PALA  a 
Phase  II  drug  to  to  determine  its  efficacy.  The  drug  will 
be  yiven  as  5.0  my/M2  I  .V .  every  three  weeks.  Patients  will 
continue  to  receive  the  agent  until  progression  or  adverse 
effects  prohibit  further  therapy. 


PROGRESS 

(82  11  -  83  09)  No  patients  entered. 


STATUS:  (O) 


232 


TITLE:  GOG  #26N:  A  Phase  II  Trial  of  Di hydroxyanthracened ione 

(DHAD)  in  Patients  with  Advanced  Pelvic  Malignancies 

PRINCIPAL  INVESTIGATOR:  COL  Roger  B.  Lee,  MC 

PROFESSIONAL  ASSISTANT:  COL  William  L.  Benson,  MC 

WORK  UNIT  NO:  83/24 


TECHNICAL  OBJECTIVE 

To  determine  the  efficacy  of  DBA!)  in  patients  whose  advanced 
malignancies  have  been  resistant  to  higher  priority  methods  of 
t reatment  . 


METHOD 

All  patients  with  measurable  gynecological  cancer  who  have  failed 
higher  prior  therapies  will  be  offered  DHAD  as  a  Phase  II  drug 
to  to  determine  its  efficacy.  The  drug  will  be  given  as  12  my/M2 
I.V.  every  three  weeks.  Patients  will  continue  to  receive  the 
agent  until  progression  or  adverse  effects  prohibit  further 
therapy . 


PROGRESS 


(82  11  -  83  09)  One  patient  was  entered  with  progression  of 
disease  . 


STATUS :  (O) 


2  1  I 


TITLE:  GOG  #26-0:  A  Phase  II  Trial  of  Az i r id i nyl benzoqu i none 

( AZQ )  in  Patients  with  Advanced  Malignancies 


PRINCIPAL  INVESTIGATOR:  COL  Royer  B.  Lee,  MO 
PROFESSIONAL  ASSISTANTS:  COL  William  L.  Benson,  MC 
WORK  UNIT  NO:  82/30 


TECHNICAL  OBJECTIVE 

To  determine  the  efficacy  of  AZQ  in  patients  whose  advanced 
malignancies  have  been  resistant  to  high  priority  methods  of 
treatment  . 


METHOD 


All  patients  with  measurable  gynecological  cancer  who  have 
failed  higher  prior  therapies  will  be  offered  AZQ  as  a 
Phase  II  drug  to  to  determine  its  efficacy.  The  drug  will  be 
given  as  30  mg/M2  given  every  three  weeks.  Patients  will 
continue  to  receive  the  agent  until  progression  or  adverse 
effects  prohibit  further  therapy. 


PROGRESS 


(82  10  -  83  09)  No  patients  entered  at  MAMC  . 


TITLE:  GOG  #26P:  A  Phase  [I  1'rial  ot  AT-125  in  Patients  with 

Advanced  Pelvic  Malignancies 

PRINCIPAL  INVESTIGATOR:  COL  Royer  B.  Lee,  Mr 

PROFESSIONAL  ASSISTANT:  COL  wiLliam  L.  Benson,  MC 

WORK  UNIT  NO:  Hi/25 


TECHNICAL  OBJECTIVE 


To  determine  the  efficacy  of  AT-125  in  patients  whose  advanced 
malignancies  have  been  resistant  to  high  priority  methods  of 
treatment  . 


METHOD 


All  patients  with  measurable  gynecological  cancer  who  have 
failed  higher  prior  therapies  will  be  offered  AT-125  as  a 
Phase  II  drug  to  to  determine  its  efficacy.  The  drug  will  be 
given  as  12-15  my/M2  I  .V .  daily  for  five  days  every  three  weeks. 
Patients  will  continue  to  receive  the  agent  until  progression  or 
adverse  effects  prohibit  further  therapy. 


PROGRESS 


(  82  11  -  83  09)  No  patients  entered  at  IMAMC . 


STATUS:  (O) 


TITLE:  GOG  #26Q:  A  Phase  II  Trial  of  Aminothiadiazole  in 

Patients  with  Advanced  Pelvic  Malignancies 

PRINCIPAL  INVESTIGATOR:  COL  Roger  B.  Lee,  MC 

PROFESSIONAL  ASSISTANT:  COL  William  L.  Benson,  MC 

WORK  UNIT  NO:  83/26 


TECHNICAL  OBJECTIVE 

To  determine  the  efficacy  of  aminothiadiazole  in  patients  whose 
advanced  malignancies  have  been  resistant  to  high  priority  methods 
of  treatment  . 


METHOD 

All  patients  with  measurable  gynecological  cancer  who  have  failed 
higher  prior  therapies  will  be  offered  aminothiadiazole  as  a 
Phase  II  drug  to  to  determine  its  efficacy.  The  drug  will  be 
given  as  125  mg/M2  I  .V  .  once  a  week.  Patients  wilL  continue 
to  receive  the  agent  until  progression  or  adverse  effects  prohibit 
further  therapy. 


PROGRESS 

(82  1  1  -  8  3  09)  No  patients  entered  at  MAMC . 


STATUS:  (O) 


236 


TITLE:  GOG  #  3  3  :  A  Clinical  Pathologic  Study  ot  Stages  I  and  I! 

Carcinoma  of  the  Endometrium 

PRINCIPAL  INVESTIGATOR:  COL  Royer  H.  Lee,  MC 

PROFESSIONAL  ASSISTANT:  COL  William  !, .  Benson,  MC 

WORK  UNIT  NO:  81/12 


TECHNICAL  OBJECTIVES 

To  determine  the  incidence  of  pelvic  and  aortic  lymph  node  rnetas- 
tases  associated  with  Stages  I  and  11  adenocarcinoma  of  the 
endometrium  and  the  relationship  of  the  node  metastases  to  other 
important  prognostic  factors.  These  findings  will  then  be  used 
as  a  guide  for  treatment  protocols. 


METHOD 

These  patients  will  receive  standard  treatment;  this  protocol  is 
only  for  data  collection  purposes.  Patients  with  histologically 
proven  endometrial  carcinoma,  clinical  F1GO  Stages  1  (grades  2  and 
3)  and  Stage  II  (all  grades)  who  have  undergone  total  abdomonial 
hysterectomy,  bilateral  salpinyo-oopherectomy ,  selective  pelvic  and 
para-aortic  lymphadenec tomy ,  and  peritoneal  cytology  sampling  are 
eligible.  The  following  histologic  types  of  endometrial  carcinoma 
are  acceptable:  adenocarcinoma,  adenocarcinoma  with  squamous 
metaplasia,  adenoacanthoma ,  and  adenosquamous  carcinoma.  Patients 
who  have  received  preoperative  radiotherapy  are  ineligible.  Patho¬ 
logic  evaluation  will  include: 

a.  peritoneal  washing  will  be  evaluated  for  malignant  cells; 

b.  the  uterus  will  be  evaluated  in  regard  to  location  of  tumor, 
depth  of  myometrial  invasion,  differentiation  of  tumor, 
size  of  uterus; 

c.  the  adnexae  will  be  evaluated  tor  presence  of  metastasis; 

d.  the  lymph  nodes  (total  number  indicated)  will  be  evaluated 
as  to  metastasis  and  Location  and  number  of  lymph  nodes 

i n vo 1 ved  . 

Alter  surgery,  all  patients  will  be  entered  into  the  appropriate 
protocol  or  receive  appropriate  treatment  if  no  protocol  is  avaii- 
a  b  l  e  . 


PROGRESS 

(82  10  -  83  OP)  Six  patients  have  been  entered  on  the  protocol 

one  of  these  during  PY  81.  All  show  no  evidence  of  disease  at 
this  time. 


(  O) 


STATUS : 


r i  n.K : 


GOG  #34:  A  Random  i  zed  Study  ot  Adri  amyc i n  as  an 

Adjuvant  After  Surgery  and  Radiation  Therapy  in  Patients 
with  HiyhRisk  Endoinet  rial  ('arc  i  noma  Stage  1  and  Occult 
Stage  [  l 

PRINCIPAL  INVESTIGATOR:  COL  Roger  B.  Lee,  MC 

PROFESSIONAL  ASSISTANT:  COL  William  L.  Benson,  MC 

WORK  UNIT  NO:  81/24 


TECHNICAL  OBJECT  I VES 

I'o  study  differences  in  morbidity  and  patient  survival  as 
functions  ot  various  tumor  growth  patterns  as  well  as  treatment 
in  the  high  risk  Stage  I  and,  optionally,  nigh  risk  Stage  II 
occult,  endometrial  carcinoma. 


METHOD 


Patients  with  primary,  previously  untreated,  histologically 
confirmed  invasive  carcinoma  of  the  endometrium,  Stage  T  or  II 
occult,  all  grades,  with  one  or  more  of  the  following  high  risk 
criteria  are  eligible:  (l)  alL  lesions  with  equal  t>  or  greater 

than  1 '2  myometrial  involvement;  (2)  positive  peLvic  and  or  para¬ 
aortic  nodes;  (3)  microscopic  evidence  of  cervical  involvement 
but  no  gross  clinical  involvement  of  the  cervix;  (4)  adnexal 
metastasis.  Surgery  will  be  followed  in  2-6  weeks  by  "tailored" 
radiation  therapy,  pelvic  and/or  para-aortic,  depending  on  node 
positivity.  Prior  to  the  initiation  of  radiation,  theripy 
patients  will  be  randomized  to  no  further  therapy  or  to  adria- 
mycin  beginning  2-4  weeks  after  radiat  ion  therapy. 


PROGRESS 

(  82  10  -  8.3  09)  Three  pat  lents  have  been  entered,  one  during 
EY  83,  with  no  progression  of  disease. 


STATUS:  (O) 


V* 


2  38 


T  1  Tl.K  :  Coe,  b  1  b  :  Su  t  g  i  ea  1  -Fa  t  ho  Lo'j  i  c  Sta>ly  ot  Women  witn 
Squamous  ('(>11  Carcinoma  of  the  Vulva 

PRINCIPAL  1 NVKSr ICAlok:  CoL  Roger  B.  Lee,  MC 

I’ROKKSS  1 1  iN  M.  ASSISTANT:  COL  Will  inn  I  .  Henson,  vjf 

WORK  L’NIT  \o:  Bin  ’ 


TEC H N 1  CAL  OBJECTIVES 

To  -i' >  *  ••  t  in  i  ne  t  >y  •  ’iiservat  ions  of  5-year  survival  ami  disease-tree 
interval  t.  tie  validity  ot  current  PICO  stay  in.  |  to  the  hi  stupa tho- 
l  oq  i  c  I'.rognost  ie  f  act  or  s  ot  s  i  /.e  of  lesion,  location  ot  lesion, 
depth  of  invasion  ot  tumor  in  millimeters,  histologic  grade,  and 
site  and  nur.net  d  posit  i  ve  lymph  nod.es  in  stages  I-  IV  carcinoma 
>f  tne  vulva;  fo  rapidly  accumulate  prospect ively  siqnifieant 
surjical  pat  nolo  ;u-  iita  which  would  expedite  development  d 
1  jt'Ciri  pr.g  ( >co  l  s  (or  sunsets  of  disease  identified;  to  deform  i  ne 
m  'modify  ot  primary  radical  surgical  therapy. 


METHOD 

I  i  q  i  :>  l  e  patient. s  are  those  with  primary,  previously  untreated 
hist  ^logically  confirmed  invasive  squamous  cell  carcinoma  ot  the 
vulva  clinically  determined  to  tie  St  aye  I  through  IV.  Pat  lent  s 
will  ne  treated  with  radical  vulvectomy  plus  bi lateral  groin 
oi sect  ion.  The  patients  will  undergo  a  thorough  pelvic  exam¬ 
ination  under  anesthesia  to  assess  pelvic  structures  and 
evaluate  possible  pelvic  node  disease.  Those  with  negative 
groin  nodes  will  he  followed  tor  5  years  wi'hout:  therapy. 

Those  with  posit  i  ve  ir-'in  nodes  will  be  transferred  to  Coc,  s  T'  , 
Relevant  pathologic  specimens  will  be  studied. 


PROGRESS 

(  A  !  )  4  -  Hi  ;H  )  No  entries  at  MAMC  . 


STATUS:  (o) 


A  bt 


r  I  I'LK  : 


GOG  #37:  A  Randomised  Study  ot  Radiation  Therapy  Versus 
Pelvic  Node  Resection  for  Patients  with  Invasive  Squamous 
Cell  Carcinoma  of  the  Vulva  Having  Positive  Groin  Nod*1 

PRINCIPAL  INVEST [GATOR:  COL  Roger  H  .  Lee,  MC 

PROFESS loNAL  ASSISTANT:  COI  William  L.  Benson,  MC 

WORK  UNIT  NO:  8  1  bH 


TECHNICAL  OBJ KCT IVES 

To  determine  the  benefit,  and  morbidity  of  adding  adjunctive 
radiation  therapy  to  pelvis  and  groin  for  patients  found  to 
have  positive  groin  nodes  at  the  time  of  radical  vulvectomy 
and  bilateral  groin  dissection. 


MKT HOD 

Eligible  patients  are  those  with  primary  previously  untreated 
hi stoloy i ua 1 1 y  confirmed  invasive  squamous  cell  carcinoma  of 
the  vulva,  such  that  radical  vulvectomy  suffices  to  remove  all 
of  the  local  lesion,  and  whose  surgery  revealed  that  there  were 
nodes  in  the  groin  on  one  or  both  sides  containing  metastatic 
carcinoma.  Patients  will  be  randomized  to  receive  pelvic  node 
.1  i  ,s  sect  ion  (the  dissection  will  be  carried  out  only  on  the  side 
containing  positive  groin  nodes  or  a  bilateral  if  both  sides  are 
positive)  or  to  receive  bilateral  groin  and  pelvic  node  irradia¬ 
tion.  Major  parameters  to  be  studied  are  survival  and  time  to 
recurrence.  Patients  will  be  followed  quarterly  for  3  years  and 
every  f>  months  thereafter. 


PROGRESS 


(81  U  3  -  HI  09)  No  entries  at  MAMG  . 


STATUS:  b>) 


240 


!'!  n ;  *  4  0  :  A  t‘  I  in  l  ca  1  -Pat  ho  I  o  j  ic  St  uuy  ■  t  O'  >  ;••  • .  1  cm 

t  in.'  Sit  •!  >in .  i  • : 

H v  :  \  ■  1  I’Ai  i  \IVKS  Id' '.A  I'll-’:  S' It  kog.-r  A.  !.<■>■,  M" 

HO  If  t.SS  !  ONAl.  ASS  IS  I' ANT:  SOI,  William  !..  Hi'msmi,  M<‘ 

,v  tSK  o  \  ;  :  \o:  Hi  '79 


i  K  S  H  N  ISA  L  OH.  ISC'l  1  V  KS 

Ine  purpose  of  this  st  udy  is  r  1 *  determ  i  ne  the  incidence  ot  pelvic 
irv.i  aort  ic  lymph  node  inetast  isos  associated  with  Stages  I  ana  II 
uterine  sarcomas,  the  relationship  of  these  node  metastasis  to 
■r  her  important  prognostic  (actors  such  as  mitotic  index  of  the 
'  amor,  in  !  t  n<-  comp  l  i  c  it  ion  r  ite  of  (.he  procedures.  These  f  i  nd- 
i'.js  will  r  fan  use!  as  a  jaide  for  1  rmit'ivmi  pr  »l.oc»  .1  s  . 


MHTHOU 

Hu  lent  s  wi'a  h  i  s  t  o  1  og  i  c  a  L  1  y  proven  uter  i  ne  •;  it' coma  clinical 
>"  i  j'O  l  ;r  !  '  w.vo  undergo  total  .iboomin.il  Hysterectomy , 
oi  literal  si  l  p  i  r.  pi-oophorec  tomy  ,  selective  pelvic  and  para 
-aortic  l  ymph  -iderwctomy ,  peritoneal  cytology  samp  l  ing  and 
mentect  omy  i  iptional)  as  described  in  the  protocol  are 
elijiole.  i'.it  i  ents  who  have  had  prior  preoperative  adjuvant 
pe.vic  reii  it  on  or  chemotherapy  will  :>e  ineligible  .  The 
!  ilowinj  pa  t.  ho  L  og  i  c  evaluation  will  ne  done: 

i  .  He r i tones  1  cytology  will  be  evaluated  tor  malignant  cells. 

:> .  The  uterus  will  be  evaluated  at  least  in  regard  to: 

(1)  location  of  tumor;  (2)  depth  ot  myometrial  invasion; 

(  3)  d  i  L  f  e  r> t  n  t  i  a  t.  i  on  of  tumor;  (4)  size  ot  uterus; 

I  i)  number  of  mit  oses  per  10  HPF;  (6)  histologic  t.ype  of 
tumor  . 

i  .  I’tie  adnexa  w'll  be  evaluated  for  presence  of  metastasis. 

•  t  .  The  lymph  nodes  will  be  evaluated  as  to  metastasis  and: 

(  1  )  Location  ot  involved  lymph  nodes  and  (2)  number  involvet 

•Mtcr  surgical  stiping,  pat  i  cuts  may  be  transfer  no  to  an 
appropriate  treatment  protocol  if  all  criteria  are  met  .  It  no 
protocol  is  available,  further  treatment,  will  tie  at  the  discretion 
of  the  physician. 


I'ROGRF.SS 

(42  Mi  -  Hi  09)  fine  patient  entered  dun  n  i  FY  H  i  with  pro  jression 
md  death  from  metastatic  sarcoma. 


S  1' A'l'i IS  :  (o) 


2  4  1 


flTLE  :  GOG  #41:  Surgical  Staging  ot 

PRINCIPAL  I  NVKST  T  GATOK  :  COL  Roger  Is. 
PROEKSSIOMAL  ASSISTANT:  COL  William 
WORK  0 NIT  NO:  81/35 


Ovarian  Carcinoma 
Lee ,  MC 
1,.  Henson,  MC 


TRCHN  1CAI.  OBJECTIVES 

To  determine  the  spread  of  ovarian  carcinoma  to  i  n  t  rape  r  i  t.onea  1 
structures  and  retroperitoneal  Lymph  nodes  by  direct  examination, 
cytologic  sampling,  and  biopsy;  to  establish  a  surgical  protocol 
for  patients  entered  into  GOG  ovirian  cancer  treatment  protocols; 
to  determine  the  complication  rate  ot  the  procedures. 


METHOD 

There  will  be  no  change  in  the  surgical  procedures  performed. 

Tnis  protocol  is  being  performed  as  a  statistical  protocol. 

These  will  be  patients  who  have  surgery  as  standard  treatment. 
Eligible  patients  wiLl  be  those  who  have  Stages  I,  II,  or  III 
(optimal)  ovarian  carcinoma.  Patients  undergoing  total  abdom¬ 
inal  hysterectomy,  bilateral  or  unilateral  sa 1 p i ngo-oophorec tomy , 
bivalviny  of  the  other  ovary,  selective  pelvic  and  para-aortic 
1 ymphadenectomy ,  omental  biopsy,  or  peritoneal  cytology  sampling 
will  be  studied.  They  will  not  be  given  any  preoperative  treat¬ 
ment,  but  will  be  subjected  to  a  complete  and  thorough  evaluation 
before  surgery.  All  patients  will  be  explored  and  the  steps  for 
surgery  will  be  as  standard  surgery  dictates.  Specific  ohserva- 
t ions  will  be  made  as  to  the  findings.  If  fluid  is  not  present , 
washings  will  be  taken  from  the  inside  of  the  abdomen  to  st.uoy 
cells.  A  thorough  examination  of  all  structures  from  the  dia¬ 
phragm  to  the  pelvic  floor  will  be  carried  out.  After'  surgical 
staging,  patients  will  be  transferred  to  the  appropriate  treat¬ 
ment  protocol  or  further  treatment  will  be  at  the  discretion  O 
the  investigator  if  no  protocol  is  available. 


PROGRESS 


(82  10  -  83  09)  Two  new  pa  t  i  e  n  t  s  entered  tu  r  l  u  ;  t  Y  •<  <  wit  : . 
no  adverse  reactions. 


(o) 


STATUS  : 


TITLE:  GOG  #  4  4  :  Kva  1  uai  ion  ot  Adjuvant  Vi.ncr  lstme,  Dact  i  nomycin  , 

and  Cyc 1 ophospham i de  Therapy  in  Malignant  Germ  Cell  Tumors 
of  rhe  Ovary  After  Resection  of  all  Gross  Tumor,  Phase  III 

PRINCIPAL  I  NVHST  I  GATOR :  COl.  Roger  H.  Lee  ,  VIC 

PROFESSIONAL  ASSISTANT:  CoL  William  L.  Henson,  MC 

WORK  UNIT  NO:  H1./2S 


TECHNICAL  OBJECTIVES 

To  evaluate  the  effect  of  combined  prophylactic  vincristine, 
dac t i nomyc i n ,  and  cyclophosphamide  (VAC)  chemotherapy  in  patients 
with  endodermal  sinus  tumor,  embryonal  carcinoma,  immature  tera¬ 
toma  (Grades  2  and  3),  choriocarcinoma,  and  malignant  mixed  germ 
cell  tumors  of  the  ovary,  Stages  I  and  II,  after  total  removal 
ot  all  gross  tumor;  to  evaluate  the  role  of  serum  markers, 
especially  a  1 pha- f e to-prote i n  and  human  chorionic  gonadotropin 
(beta  HCG),  when  these  are  present  in  predicting  response  and 
relapse;  to  determine  the  role  of  restaging  laparotomy  in 
determining  response,  predicting  relapse,  and  planning  further 
t  he r apy  . 


METHOD 

Patients  with  histologically  confirmed  malignant  germ  cell 
tumors  of  the  ovary,  stage  I  or  II,  if  previously  untreated  and 
completely  resected,  (excluding  patients  with  pure  dysgerminoma ) 
will  be  eligible.  Patients  with  Grade  2  or  3  immature  teratoma 
are  eligible.  After  adequate  recovery  from  required  surgery, 
patients  will  receive  6  courses  of  VAC  chemotherapy .  If  progres¬ 
sion  is  noted  during  chemotherapy,  patients  will  be  transferred 
to  the  appropriate  protocol  .  Patients  with  no  evidence  of  disease 
after  6  courses  wiLl  then  undergo  a  restaging  laparotomy.  Those 
showing  evidence  of  progression  will  be  transferred.  If  laparotomy 
reveals  no  evidence  of  disease,  patients  will  receive  an  additional 
i  courses  of  VAC  and  then  be  followed  on  no  further  therapy  . 


PROGRESS 

(HO  12  -  8  3  09)  No  entries  at  MAMC  . 


STATUS:  (<)) 


24  I 


I 


TITLE:  GoG  #48:  A  Study  ot  Progestin  Therapy  and  a  Randomized 

Comparison  of  Adriamycin  vs  Airiamycin  plus  Cyc  Lophos- 
phamide  in  patients  with  Advanced  findomotri.il  Carcinoma 
After  Hormonal  Failure  (Phase  111  Study) 

PRINCIPAL  I NVFST IGATOR :  COL  Roger  H.  Lee,  MC 

PROFESS IONAL  ASSISTANT:  COL  William  L.  Henson,  MC 

WORK  UNIT  NO:  81/43 


TFCHNICAL  OBJECT  I VfiS 

To  evaluate  tine  response  of  advanced  or  recurrent  endometrial 
carcinoma  to  oral  proyestir.s  in  patients  who  have  received  no 
prior  hormonal  therapy  tor  cancer;  and  to  compare  a  combination 
of  adriamycin  and  cyclophosphamide  to  adriamycin  alone  as  therapy 
for  advanced  or  recurrent  endometrial  carcinoma  which  no  longer 
responds  to  or  has  failed  to  respond  to  progestins  in  patients 
who  have  received  no  prior  cytotoxic  drugs. 


METHOD 

Patients  with  documented  primary  Stage  111,  Primary  Stage  IV, 
recurrent  or  residual  endometrial  adenocarcinoma,  adonoacanthoma , 
or  adenosquamous  carcinoma,  whose  potential  for  cure  by  radiation 
therapy  or  surgery  al  ;ne  or  in  combination  is  very  poor,  are 
eligible  for  this  study.  Patients  who  have  received  previous 
chemotherapy  are  ineligible.  Patients  will  be  randomized. 

Reg imen  I :  adriamycin  60  mg/M2  iv  q  3  weeks  x  8  courses. 
Responders  will  have  follow-up  only.  Those  with  progression 
will  be  transferred  to  Protocol  #26. 

Regimen  2:  airiamycin  60  mg/M2  iv  g  3  weeks  x  8  courses  plus 
cyclophosphamide  500  my/M2  iv  q  3  weeks  x  8  courses.  Responders 
will  receive  follow-up  only.  Those  with  progression  will  be 
transferred  to  Protocol  #26.  Those  patients  with  no  prior 
hormonal  therapy  will  tie  placed  on  ('  .T .  Provera  for  a  minimum 
of  1 2  weeks.  Those  with  progress i on  of  disease  at  any  t  i me 
after  12  weeks  will  tie  randomized  as  above. 


PROGRESS 

(82  ID  -  81  DM)  Two  patients  have  progressed  with  Provera;  both 
have  responded  t  o  f'y t  ox.an-Adr  i  amyc  i  n  . 


STAPH; :  in) 


2  4  4 


TITLE : 


GOG  #49:  A  Surg  i  ca  I  -  Fa  t ho  log  1  c  Study  of  Women  with 
Invasive  Carcinom  i  of  the  Cervix  Staye  IR  and  Randomly 
Assigned  Radiati<  n  Therapy  Versus  No  Further  Therapy 
in  SeLected  Patients,  Phase  III 

PRINCIPAL  I NVKST 1  GATOR :  COL  Royer  B.  Lee,  MC 

PROFESSIONAL  ASSISTANT:  COL  William  L.  Benson,  MG 

WORK  UNIT  No:  81/70 


TECHNICA L  OBJECTIVES 

To  determine  by  observations  of  the  5-year  survival  and  disease- 
free  interval,  the  validity  of  current  FIGO  stayinj  of  the  histo¬ 
pathologic  prognostic  factors  of  size  if  lesion,  location  of 
lesion,  depth  of  invasion  of  tumor  in  millimeters,  histology  and 
grade,  growth  pattern,  and  site  and  number  of  positive  lymph 
nodes  in  stage  lR  carcinoma  of  the  cervix;  to  rapidly  accumulate 
prospectively  significant  surgical  pathologic  data  which  would 
expedite  development  of  further  protocols;  to  determine  morbidity 
of  primary  radical  surgical  therapy;  to  determine  if  radiation 
therapy  will  improve  survival  in  selected  patients  with  positive 
node s  . 

METHOD 

Patients  with  primary,  previously  untreated  histologically 
confirmed  invasive  Stage  IR  (invasion  of  3  mm  or  greater  of 
lymphatic  invasion)  carcinoma  of  the  cervix  (sguamous  cell, 
adenocarc i noma ,  or  adenosquamous)  will  be  eligible.  Patients 
must  have  undergone  exploratory  laparotomy,  peritoneal  fluid 
sampling,  bilateral  pelvic  and  paraaortic  1  ymphadeneo t.omy  and 
radical  hysterectomy  to  be  eligible  for  the  randomized  portion 
of  the  study.  Those  w i t h  negative  pelvic  nodes  will  receive  no 
further  therapy  and  be  followed  for  5  years.  Those  with  positive 
pelvic  nodes,  unilateral  metastasis,  3  or  fewer  positive  pelvic 
no  B's,  no  parametria l  involvement,  and  clear  vagiiv-il  mar  jins 
will  be  randomized  to  receive  no  further  therapy  (follow-up  for 
5  years)  o£  whole  pelvic  radiation  with  follow-up  of  5  years. 
Those  with  positive  para-aortic  nodes  on  paraffin  section  will 
be  entered  on  other  GOG  protocols  as  appropriate. 


PROGRESS 

(82  10  -  81  09)  Fight  pat  lents  have  been  entered,  tour  during 

FY  Hi.  Three  are  stable,  two  have  recurred,  two  have  died  from 
carcinoma,  and  one  has  been  lost  t  >  follow-up. 


STATUS:  (nl 


l 


2  4  5 


TITLE: 


GOG  #50:  A  Study  of  Adriumycin  as  Postoperative  Therapy 
for  Ovarian  Sarcoma,  Primary  or  Recurrent,  With  no  Prior 
Chemotherapy 

PRINCIPAL  INVESTIGATOR:  COL  Roger  R.  Lee,  MC 

PROPESSIONAL  ASSISTANT:  ('<>!,  William  L.  Henson,  MC 

WORK  UNIT  NO:  81/71 


TECH N I CAL  OBJECT  I  VES 

To  evaluate  the  efficacy  of  adriamycin  in  the  treatment  of  primary 
ovarian  sarcomas,  primary  or  recurrent,  through  historic  controls; 
and  to  accumulate  additional  surg ica 1 -pathol og ica l  data  relative 
to  ovarian  sa 'comas. 


METHOD 


Patients  must  have  histologically  confirmed  primary  stage  I-IV  or 
recurrent  ovarian  sarcoma.  Cases  without  histologic  confirmation 
of  recurrence  must  be  documented  by  submission  of  original  slides. 
Optimal  reductive  surgery  is  required  for  cases  with  advanced 
disease,  whether  primary  or  recurrent.  Patients  may  have 
measurable  disease,  nonmeasurable  disease,  or  no  residual  disease 
postoperat ive ly  .  The  endometrium  must  be  examined  to  exclude 
an  endometrial  origin  of  the  tumor.  Patients  with  prior  chemo¬ 
therapy  are  ineligible.  All  patients  will  receive  chemotherapy 
as  soon  as  the  acute  effects  of  surgery  have  resolved.  After 
completion  of  a  total  cumulative  dose  of  550  mg/M^,  patients 
with  clinically  complete  responses  or  detectable  disease  which 
is  thought  to  be  resectable  wilL  undergo  second  look  surgery. 

Those  patients  with  progression  will  be  entered  on  Protocol  #26. 

At  second  look  those  with  NED  will  have  no  further  therapy  and 
follow-up  for  five  years;  those  with  stable  disease  or 
progression  will  be  entered  on  Protocol  #26. 


PROGRESS 

(  8  1  03  -  8  3  09)  No  entries  at  MAMC  . 


STATUS:  (O) 


riTLK : 


GOG  ff  S 2  :  A  phjst'  I  II  Randomized  st  udy  of  Cyc 1 ophosph ami d 
Plus  Adriamycin  Plus  Platinol  Versus  Cyclophosphamide  Pi u 
Platinol  in  Patients  with  Optimal  Stage  Til  ovarian  Adeno 
care i noma 

PRINCIPAL  1  NVKS  1’  l<  IAT'oR  ;  COL  Royer  H.  Lee,  MC 

PROFESSIONAL  ASSISTANT:  COL  William  L.  Henson,  MC 

WORK  UNIT  NO:  Hi /l OS 


TKCHNICAL  OBJ  H<  " I’ t  VPS 

To  determine,  in  "optimal"  Staye  III  ovarian  -ulonoca rc i noma ,  if 
tne  addition  of  adriamycin  to  eye  1 nphosphamide  plus  cis-platinum 
(Platinol!  improves  progression-tree  interval,  frequency  of 
negat ive  second-look  laparotomy  and  survival  .  This  protocol 
replaces  GOG  #2S. 


METHOD 

Eligible  patients  are  those  more  than  six  weeks  post-operative 
with  proven  primary  Staye  III  ovarian  adenocarcinoma  confined  to 
the  abdominal  cavity  and  its  peritoneal  surfaces  with  residual 
tumor  masses  after  surgery  no  larger  than  1  cm  in  diameter. 
Patients  with  prior  chemo-  or  radiotherapy  are  ineligible. 
Patients  will  be  randomized  to  eye lophospham i de  plus  Plantinol 
every  three  weeks  for  eight  courses  or  to  cyclophosphamide  and 
Plantinol  plus  adriamycin  every  three  weeks  tor  eight  courses. 
After  eight  courses  those  with  less  than  clinically  complete 
response  wilL  go  oft  study  and  be  followed  for  survival;  those 
with  clinically  complete  response  will  have  second-look  surgery 
to  validate  the  complete  response  or  to  remove  residual  tumor 
masses.  Patients  will  then  be  followed  for  approximately  five 
years  for  survival  rates. 


PROGRESS 

(82  10  -  83  09)  One  patient  was  entered  in  FY  83  for  a  total 
of  three  entries.  One  patient  died  of  disease  and  two  are  alive 
without  disease. 


STAHLS:  (O) 


TITLE : 


GOG  #54:  The  Tre.i  Linent  of  Women  w  i  t  h  M .  t  I  i  jnant  Tumors 

of  the  Ovarian  Stroma  with  Comb  i  na  t  i  on  Vini/rist  ine, 

Dactinomycin,  and  fyc 1 ophc isphnm  1 dt Phase  lit;  and  a 

Phase  II  Evaluation  of  Adriamycin  in  Malignant  rumors  or 
the  Ovarian  Stroma  Refractory  to  Primary  Chemot he rapy 

PRINCIPAL  INVESTIGATOR:  COL  Roger  B.  Lee,  ML 

PROFESSIONAL  ASSISTANT:  COL  William  L.  Henson,  MC 

WORK  UNIT  NO:  81/116 


TECHNICAL  OBJECTIVES 


To  evaluate  the  effectiveness  of  combined  vincristine,  dact i nomyv 1 n , 
and  cyclophosphamide  (VAC)  in  treatment  of  malignant  tumors  of  the 
ovarian  stroma  in  patients  with  residual,  recurrent  or  advanced 
disease;  to  confirm  completeness  of  response  to  VAC  treatment  wi*h 
restaging  laparotomy;  to  evaluate  response  to  adriamycin  in  patients 
who  fail  primary  treatment  with  VAC;  to  evaluate  the  endometrium 
histologically  to  learn  more  about  the  relationship  between  stromal 
tumors  and  endometrial  cancer. 


METHOD 

Eligible  patients  must  have  histologically  confirmed  maLignant 
tumors  of  the  ovarian  stroma  (granulosa  cell  tumor,  granulosatheca 
cell  tumor,  Ser tol 1 - Leyd ig  cell  tumor,  androblastoma,  jynandro- 
blastoma,  unclassified  sex  cord-stromal  tumor,  sex  cord  tumor  with 
annular  tubules)  not  amenable  to  cure  by  further  surgery  or  radia¬ 
tion  therapy.  Patients  who  have  received  chemotherapy  at  any  time 
or  those  who  have  received  radi  atherapy  less  than  tour  weeks  prior 
to  entry  are  ineligible  for  study.  Patients  admitted  to  this  study 
will  have  undergone  an  exploratory  laparotomy  with  removal  of  us 
much  tumor  as  is  prudent.  Chemotherapy  will  be  followed  within 
four  weeks  and  not  later  than  six  weeks  hollowing  surgery.  Patients 
must  have  recovered  from  surgery.  All  patients  will  receive  VAC 
for  a  minimum  of  three  cycles  or  a  maximum  ot  ten  cycles.  Patients 
who  exhibit  a  complete  response  or  a  partial  response  after  ten 
cycles  which  makes  remaining  disease  resectable  wil 1  undergo  a 
restaging  laparotomy.  If  all  residual  disease  is  resected  at 
restaging  laparotomy,  patients  will  receive  adriamycin.  If  there 
is  no  evidence  of  disease  at  restaging  laparotomy,  pat  ients  will 
receive  intermittent  cyclophosphamide.  If  progression  is  observed 
during  cyclophosphamide  therapy,  patient  will  be  removed  t rom  study. 
Patients  who  exhibit,  progression  'it  disease  after  three  cycles  oi 
VAC  will  receive  adriamycin.  If  further  progression  is  observed 
on  adriamycin  therapy,  the  patient  wi  11  be  removed  from  the  study. 
All  patients  will  he  followed  tor  1  iv  years  or  until  death. 

PR<  iGRES.s 

(81  09  -  83  09)  No  entries  at  4 AML. 

STATUS:  ( '  > ) 


J4H 


TITI.K:  cji  )G  #5  S:  Hormonal  Cont rucept  ion  an  I  Tr  mhohl  ast.  i  <•  S«  *  ;  u « •  1  a 
After  Hydat idi form  Moh> ,  Phase  i  1  1 

PRINCIPAL  I  NVKST I  GATOR :  COL  Roger  H.  Lee,  Mr 

PROFL'SS  IONAL  ASSISTANT:  COL  William  1..  Henson,  MC 

WORK  UNIT  NO:  Rl/44 


TFCH  N  I  CAL  OIUKCTI  VES 

To  determine  whether  the  administration  of  estrogen  proge s t e r one 
oral  contraceptives  following  the  evacuation  of  a  hydatidiform 
mole  and  prior  to  the  HCG  t.iter  reaching  undetectable  levels 
afteets  the  incidence  ot  trophoblast  i  c  sojuel.te  requiring 
chemothf?ra[>y  . 


METHOD 


Patients  with  a  histologically  verified  diagnosis  of  hydat  idi  1'orm 
mole  evacuated  by  suction  evacuation  ot  the  uterus  with  uterine 
conservation  are  eligible.  All  patients  must  have  a  pelvic  ultra¬ 
sound  and  arterial  blood  gases  performed  wi’hin  2  weeks  ot  evac¬ 
uation.  Patients  will  be  randomly  assigned  t.o  Regimen  1:  hormonal 
contraception  -  oral  contraception  to  be  commenced  as  soon  as 
the  patient  has  been  randomized  and  will  continue  for  at  least 
12  weeks;  o_r  Regimen  2:  mechanical  contraception  -  a.  sheath 
and  foam  preparation;  b.  I(JU  inserted  once  the  uterus  has  become 
involuted,  again  used  witn  Loam;  c.  diaphragm  used  with  contra¬ 
ceptive  cream  or  foam.  The  principal  investigator  will  choose 
the  method  ot  mechanical  contraception  and  it  will  be  commenced 
as  soon  as  the  patient  has  been  randomized  and  will  continue  tor 
at  least  12  weeks.  At  the  end  of  L2  weeks,  .ill  patients  will  be 
evaluated  for  development  or  nondevelopment  ot  trophoblastic 
sequelae.  Further  birth  control  will  tie  at  the  discretion  >>t 
the  patient  and  t  tie  investigator.  AL1  patients  will  remain  on 
the  study  for  a  minimum  of  six  months  after  primary  evacuat  ion 
of  the  molar  pregnancy. 


PROGRKSS 

(H2  Oh  -  8  3  Oh)  No  entries  in  FY  HI.  Two  patients  wet"  entered 
in  FY  HI  and  are  alive  without  tumor. 


SPAT' IS:  (O) 


riTLt: : 


GOG  #56:  A  Randomized  Comparison  of  Hydr  x/urou  Versus 
Misonidazole  as  an  Adjunct,  t  >  Radi  it  ion  Therapy  in 
Patients  with  Stage  11^,  III,  and  1 Carcinoma  ot  the 
Cervix  and  Negative  Para-Aortic  Nodes  (Phase  ill) 

PRINCIPAL  INVESTIGATOR:  COL  Roger  B.  Lee,  MC 

PROFESSIONAL  ASSISTANTS:  COL  William  L.  Benson,  MC 

COL  Donald  Kull,  MC 

WORK  UNIT  NO:  82/08 


TECHNICAL  OBJECTIVE 

To  determine  whether  hydroxyurea  or  misonidazole  is  superior  as 
a  potentiation  of  radiation  therapy  in  advanced  cervical  cancer; 
and  to  compare  the  toxicity  of  hydroxyurea  versus  misonidazole 
when  given  concurrently  with  radiotherapy. 


METHOD 

All  patients  with  invasive  squamous  cell  carcinoma  ot  the  cervix, 
Stages  11^  through  IV^  will  undergo  preoperative  clinical  staging. 
This  wilL  include  traditional  staging  as  permitted  by  K I  GO  rules. 
Extended  clinical  staging  utilizing  lymphangiography,  computerized 
transaxial  tomography,  and/or  sonography  is  required.  Subsequently, 
patients  will  undergo  a  para-aortic  ) ymphadenectomy  and  peritoneal 
exploration.  Selected  patients  may  be  excluded  from  this  procedure 
if  percutaneous  needle  biopsy  provides  histologic  proof  of  metas¬ 
tasis  to  the  aortic  nodes.  All  pat  tents  with  cancer  confined  to 
the  pelvis  arc  eligible  for  treatment  .  They  will  receive  pelvic 
irradiation  uni  will  be  randomly  assigned  to  receive  concomitant 
hydroxyurea  or  misonidazole.  Patients  with  metastasis  outside 
the  pelvis  are*  not  eligible  for  treatment  . 


PROGRESS 

(HI  11  -  H3  09)  No  entries  at  MAMC . 


STATUS:  (O) 
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T  l  Tl-K  :  i  jot;  *  ‘>7  :  A  Kamiom  i  zed  Com  par  isoii  oi  Multiple  Agent 
Che  mot:  lit*  r  apy  with  Methot rex  it  e  ,  Dact  inmnycin,  arvi 
Chlorambucil  versus  the  Modified  Bayshawe  Protocol 
in  tile  Treatment  of  "Poor  Prognosis”  Metastatic 
Gestational  L'rophobLast  io  Disease  (Phase  11) 

PR  EMC  I  PAL  INVESTIGATOR:  COL  Roger  B.  Lee,  MC 

PROFESSIONAL  ASS l SLANTS:  COL  William  L.  Henson,  MC 

WORK  UNIT  NO:  8  l  /  1  1 
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1'ECHN  1  CAL  OBJECTIVE 


To  evaluate  the  effectiveness  and  toxicity  of  the  Modified 
Bayshawe  Protocol  (MHP)  in  patients  with  "poor  prognosis" 
metastatic  gestational  trophoblastic  disease  (MGTD);  and  to 
compare  the  effectiveness  and  toxicity  of  the  MBP  with  standard 
triple  agent  chemotherapy  with  methotrexate,  dae  t.  i  nomyc  i  n  ,  and 
ch lorambuc  i  L  (MAC). 


method  j 

I 

Patients  who  have  a  histologic  diagnosis  of  yest  itional  i 

trophoblastic  disease  and  an  elevated  Hd  titer,  who  are 

considered  "poor  prognosis"  on  the  basis  of  the  criteria  set 

forth  in  the  protocol,  wilL  be  randomized  to  either  a  drug 

combination  of  MAC  or  to  a  modified  Bayshawe  Protocol. 


PROGRESS 


(  H  2  10  -  8  3  OR)  One  patient  has  been  entered 
complete  response  to  the  Bayshawe  regimen. 


(  F  Y  8  3)  with  a 


STATUS:  (O) 
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TITLE:  ■'hKi  #  li>0  :  A  Randomized  Coinp  u  1  sun  ot  Extenneu  T  1  <•  I  d 

Radiation  Therapy  and  Hydroxyurea  Followed  by  t'i  splat  in 
or  no  Further  Therapy  in  Patients  with  Cervical  squamous 
Cell  Carcinoma  Metastatic  to  Hiijh  Common  11  inc  and  '■  c 
Par a- aortic  Lymph  Nodes--III 

PRINCIPAL  I  NVFST I CATOR :  COI  Roger  H.  Lee,  MC 

PROKESS  I.OMAL  ASS  1  S  I’AN  1' :  Col  W  i  1  1  i  am  Henson,  ML 

Col  i>'  inn  Id  Kill  1  ,  MC 

WORK  (I  Ml  1'  MO:  Ml  '  l  1 


1’KCHN  I  CAL  OHJKCT  1  VFS 


To  determi  ne  it  c  i  s-d  i  amin  i  ned  i  ch  1  or  p  l  a  t  i  num ,  c i spl at  in,  liven  in 
an  uijuvant.  setting  wiLl  decrease  t  He  risk  of  geographic  failure 
or  improve  the  survival  rate  or  progression-free  interval  in 
patients  who  have  squamous  carcinoma  of  the  cervix  with  metastases 
to  high  common  iliac  and/or  para-aortic  lymph  nodes,  proven  tty 
either  histologic  or  cytologic  means;  to  evalu.it  "  the  role  of 
scalene  fat  pad  biopsy  in  this  group  of  patients  .before  initiation 
of  extended  field  irradiat ion  therapy;  to  accumulate  clinical/ 
surgical  pathologic  data  on  this  high  risk  group  ot  patients  to 
expedite  development  of  further  protocols. 


METHOD 


Eligibility;  All.  patients  with  primary,  previously  untreated, 
histologically  confirmed,  invasive  squamous  cell  carcinoma  of 
the  uterine  cervix,  all  clinical  stages,  with  metastasis  to  high 
common  iliac  or  para-aort ic  lymph  nodes  proven  by  cytologic  or 
histologic  means.  Patients  will  undergo  preoperative  clinical 
staging  (stages  defined  in  protocol)  utilizing  lymphangiography, 
computerized  axial  tomography,  and/or  sonography  as  well  as 
traditional  methods.  Subsequently,  the  patients  will  undergo  a 
para-aortic  lymphadenectomy  and  peritoneal  exploration.  Selected 
patients  may  be  excluded  from  this  procedure  if  percutaneous 
needle  biopsy  provides  cytologic  proof  ot  metastasis  to  extra- 
pelvic  nodes.  All  patients  with  para-aortic  metastasis  and 
negative  scalene  node  biopsies  are  eligible  for  treatment  .  They 
will  receive  pelvic  •  .1  para-aortic  irradiation  and.  hydroxyurea 
and  will  tie  randomly  issigned  to  receive  cisplatin  or  no  further 
therapy  .  An  adequate  trial  will  be  get  i ned  as  completion  of  the 
prescribed  rad  i  it  ion  tiierupy,  comp  let  ion  ot  one  course  of 
c  i  spl  it  in  ana  survival  •  >t  four  weeks,  <  >r  survival  of  e  i  jht  weeks 
after  radiation  therapy  tor  the  no- f ur t he r- t rea tme n t  regimen, 
pa  lent  s  will  lie  tnl  lowed  quarterly  for  two  years  and  every  six 
months  for  three  add i t  lonal  years. 

PROGRESS 

(  H  1  OS  -  S  1  00  i  Mo  mil  ri.-s  it  M AMI '  . 

STATUS;  <• )  1 


d.S  l 


i'll!.--':  QIC  »  bJ  :  A  Phase  III  Random i  zed  dt  my  <j|  .’Juxorul)  i  c  .  a  Pius 

Cyc  1  ophosph.uni  do  PI  us  (’  i  spl.it  i  u  v  e  s  "  liixorublui  u  i  !  .s 
Cyc  1  ophosptiam  1  do  Plus  C  1  sp  I  at  in  im  us  HC>;  in  Pat  tents  w  1  *  h 
Advanced  Suboptimal  ovarian  Adenorat'o  i  noma ,  Stage  1  !  t  ate: 

PR  I NC 1  PA1 .  I  NVKST  rOATOK  :  COB  R<  »|or  ft.  !.«?«■  ,  M<- 

FKoi-'KSS  IONA!.  ASSISTANT:  Col.  William  |,  .  Sanson,  MO 

WORK  UNIT  NO:  Ml  'll  8 


T K 0 H  N  l  0 A L  OBJ  KCT  I  VF.S 


!  >  determine  -,i  the  audit  ion  ot  BOO  to  doxorubicin  plus  cyole- 
;  i  :ios:  >ii  iiti  i  di>  plus  e  i  splat  i  n  improves  romi  ssion  rate,  remission 
•  i.i  r  it  i  on,  >r  survival  in  subopt  imal  Stage  [II  and  Stage  IV 
ovarian  adenocuro i noma ;  to  determine  the  t requeue/  and  duration 
A  c<  -mpl  •»(.«»  remission  using  these  regimens  as  judged  at 

second- l  •  >ok  la pa  rot om  y  . 


MKTIHH) 


K  I  i  i  i  :  i  i  I  i  t  y  :  p  it  i  out  s  with  established  subopt  i  me  l  Star  III  •.  >  r 
st  i  jo  I V  Ivorian  epi  the  I  ial  concur  .  Patients  must  nave  optimal 
sur  J**ry  t  e  iviri  in  cancer,  with  at  least  an  exploratory  1  a  pa  r  ot  oar 
an;  appropr  i  1 1. » •  t.  i  ssue  for  histologic  evaluation.  Patients  wit  ;  a 
measurable  r  n  mmeasurab  Le  disease  will  be  eva  1  uated  .  Pat  tents 
w  ;  -  ‘ .  r.  i  si  o  1  o  ;  i  ca  1  1  y  confirmed  serous  adenocarcinoma,  mucinous 
iden  >c  in;  i  nom  a  ,  M  ear-cell  adenocarcinoma,  endometrioid  adeno¬ 
carcinoma,  undifferentiated  carcinoma,  or  mixed  epithelial 
carcinoma  will  be  eligible.  Patients  who  have  received,  previous 
homotherupy  or  radiotherapy  will  be  ineligible.  Patients  will 
be  randomized  to  receive  either  doxorubicin,  cyclophosphamide  , 
in  a  i  splat  in  every  5  weeks  tor  8  courses;  or  the  .above  regimen 
pi  us  HCCJ  (days  8  t.  la  for  8  courses).  Patients  with  complete 
response  will  have  a  second  look  laparotomy  and  will  be  taken 
off  therapy  if  complete  response  is  confirmed.  Pat ient s  who 
have  partial  response  of  stable  disease  will  be  considered  1  or 
a  second  look  if,  in  the  opinion  of  the  invest igat  >r ,  si  nit i cant 
tumor  reduction  may  have  been  achieved.  It  residual  t  amor  is 
detected,  patients  will  be  taken  off  study  and  p>laced  on  Cor,  e  IS  1  . 
Patients  with  progressive  disease  at  any  time  will  be  removed 
from  the  chntiot  herapy  on  this  study,  but  will  bi  •  followed. 


PRJdCPKSS 

(82  0)  -  81  IBM  One  patient  was  entered  in  BY  81  tor  a  teal  of 
tour  entries.  one  patient  expired  t  rom  a  pulmonary  eittbel  u.s ,  ■  ne 
refus“d  BOO  alter  sear  i  f  i  ca  t  i  >ns  a  f  i  *>r  two  sep  i  rate  times  md 
nas  recurrent  cate  i  u  mu  i  ,  md  the  of  her  I  wo  patients  ire  1 1  i  v  •  ■ 
without  .  1  i sea se  . 


AT  A  P  ’c  :  (')) 


2  A  I 


Tll'l.r':  i  JOG  #61:  Phase  ILL  Random  i  ze  l  Study  <>l  r  l  s-p  i  it  \  ;ri  > 

Plus  Cyclophosph  uni  do  versus  Hexann't  hylme  I  d'ti  i  ■  -\ f  t. r 

Sec  i[ih!..nk  Surety  in  Nomnoa  su  r  ab  1  <  *  Staje  III  ovarian 
Aiienocarcino'iu  inrtiaLly  Responsive  Lo  Prev  i  us  Re  |i  isns 
Containing  L'is-i;l  at  mum  ami  Cyc Lophospham i  ie  . 

PRINCIPAL  INVUSTIGATOR:  ■'<>!  koj.-r  h.  Lee,  MC 

PRuPLSS  IONAl  ASS  1  S  I’ AN  1' :  t.'oi  Willi  am  I  .  e-ms  ei ,  ' 

WORK  J  NIL  \i ) :  8  A  dja 


TECHNICAL  OH.IKClIVh 

To  determine  in  nonneasurable  but  residual  Stage  LLI  ovirian 
adenocarcinoma ,  partiaLly  responsive  after  treatment  with 
regimens  containing  cis-platinum  and  eye  1  ophospham  i  de  ,  if  the 
proy  ression- 1  re.-  interval  an  i  survival  are  improved  by  continuing 
cyclophosphamide  ;hus  c  i  s-pl at  i  nuin  or  by  changing  treatment  to 
hexamethylme  Lam  i  :ie  . 


MblTHOlJ 

With  the  increasing  use  at  second-look  laparotomy  after  combina¬ 
tion  chemotherapy  for  ovarian  cancer,  more  Stage  ILL  patients 
are  being  identit  l  ■  •  1  who  show  a  partial  response  or  stable 
disease  when  compared  with  t  he  original  findings.  The  GOG  has 
t  wo  studies  mvolvin;  cyc lophospham i do  and  c  i  s-pl  ttinum,  but 
not  hex.TTic  t  hy  1  me  1  am  i  no  (  Protocol  s  #47  and  #S  A),  in  which  partial 
responders  ( as  judged  at  second  1 ook )  currently  g  .  off  study. 

Wo  propose  t.  >  r  uni  ->m  i  ze  such  pa  t  i  enl  s  to  more  eye  1  ophospham  ide 
plus  cis-pl  at  i  tmm  or  to  tie  xame  t  hy  L  me  1  am  i.  ne  .  This  additional 
t  re  itment  will  oe  j  i  von  for  a  finite'  period  of  Id  months  since 
we  do  not  propose  a  third  look  that  might  provide  an  endpoint 
for  treatment  but  probably  would  not  benefit  most  patients  as 
the>>.  is  no  promising  third  line  treatment  if  residual  disease 
we; e  found  and  it  is  unlikely  that  debu iking  surgery  would  be 
ot  consistent  benefit  at  this  point  and  it  may  be  difficult  to 
do  adequate  biopsies  after  two  prior  laparotomies.  Also,  some 
of  those  patients  may  progress  slowly  even  though  they  do  not 
respond  t.  >  the  additional  treatments . 

PROGKKSS 

(HA  ID  -  HI  1)4)  One  patient  entered  at.  M  AMO  tor  a  total  o  t 
two  entries.  one  patient  is  alive  with  disease  mi  t  he  other  is 
all  Ve  w  l  t  boil  t  !  l  sea  se  . 
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by  observations  of  t  i ve-year  survival  and 
l,  the  validity  of  current  t'TGO  staging  in 
ologic  prognostic  factors  such  as  size  of  1 
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carcinoma  of  the  cervix. 
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MKT HOD 

eligible  patients  with  invasive  carcinoma  of  the  cervix, 

•■s  i *  nrou  jh  TV^,  will  undergo  preoperative  clinical  staging 
idinj  treiitional  staging  as  permitted  by  FIC.O  rules, 
ruled  clinical  staging  utilizing  sonography,  lymphangiography, 
computerized  transaxial  tomo jraphy  are  mandatory  .  When  these 
s  reveal  an  aortic  nodal  metastasis,  the  patient  will  have  a 
needle  biopsy ;  however,  if  the  tests  ire  negative,  the 
u'it  will  have  an  aortic  1  yinphadenectomy .  Patients  who  have 
sit  i  ve  t  i  no  neeet ■  biopsy  or  positive  a  art  ic  1  ymphadenec  t.omy 
undergo  scaled  n  biopsy  before  consicerat.  ion  for  a  GOG 
tment  protocol.  it  is  anticipated  that  all  patients  will  be 
idered  for  entry  nto  a  GOG  protocol  for  wliich  they  are 
atile  when  such  or  ;Mc<'ls  are  ava  i  1  able  . 
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TRCHN  I  CAL  OBJKCT IVKS 

(1)  To  determine  whether  the  t  requency  and  dura*  ion  of  objective 
response  ot  squamous  cell  carcinoma  of  the  o-rvix  is  altered 
sign  i  f icant ly  by  pr  -  >  Long i ng  to  24  hours  the  duration  ot  the 
intusion  of  a  dost*  of  eisplatin  as  compared  to  idmi  n  i.  strat  ion 
at  a  rate  t  1  my /mi  nut  e ;  and  (2)  to  doterminno  whether  the 
administrat  ion  of  a  dose  of  eisplatin  as  a  continuous  24-hour 
infusion  alters  the  frequency  and/or  severity  of  drug-related 
nausea  and  vomit  in..;  is  compared  to  t  he  administration  of  the 
same  dose  at  a  r  tie  or  i  in  j /in  i  nufe  . 


MKT  HOI.) 

Kligible  patients  are  those  with  histological ly  confirmed, 
locally  advanced,  recurrent  ,  persistent,  or  metastatic  squamous 
cell  carcinoma  ot  the  cervix  which  is  resistant  to  curative 
treatment  with  sur jery  or  rad iotherapy  .  Cis-platinum  (50  my/ M2 ) 
will  he  given  as  a  24-hour  infusion  or  at  a  rate  of  1  my /minute 
IV  once  every  three  weeks.  Treatment  will  be  repeated  every 
three  weeks  for  eight  courses  unless  disease  progression  or 
adverse  effects  dictate  cessation. 


PROG RUSS 

(82  10  -  88  04)  One  patient  was  entered  in  KY  83.  There  were 
no  adverse  reactions  and  the  patient  has  stable  disease. 


STATUS 


r  o) 


2r)h 


n  i 


lit  k;  i  6  6  :  111  t  r  1  s  t  i  ih'l  u  r  a  1  ,  St  iq  l  rvj  ,  .i'll  '1  her  ap.-ut  1  c 

C'(  >n  s  l  ill  ■  r  1 1  i  on  s  in  Sm.i  1  1  roll  Ca  rc  i  noma  of  t  ho  Cervix, 

Plus,'  i  I 

PK1  NC  1  PAL.  I  MVKS  i' 1  i;A  I'DK  :  t.’r>l.  Roger  H.  Lee,  MC 

PKOKKSSIONAL  ASSISTAMTS:  C()l,  William  Henson,  ML 
w.iPK  UNIT  MO:  B  3  '  4  0 

1'HCH  N  It '  A  1_  OBJECT  I  VII 

To  determine  the  ineulence  of  neuroendorr  i  ne  care  i  noma  a  f  the 
cervix  m  cases  which  are  histologically  c  1  ass  i  t  Led  as  small 
cel  L  carcinomas,  ami  to  determine  the  response  rate  to  combina¬ 
tion  chemotherapy  in  patients  with  Stage  IVB  small  cell  carcinoma 
of  the  cervix  or  progressive  local  disease  after  radiation  therapy. 


MKTHi  >1) 

Eli  g  i  :>  1  e  patients:  Those  with  h  i  st.olog  l  d  i  agn  > -.  i >t  s"i.j  1  L  ceil 
carcinoma  of  the  cervix  .  Patient  s  who  have  small  cel  l  carcinoma 
mixed  with  1  irge  cell  keratinizing  carcinoma  >r  large  cel!  non- 
keritinizin;  carcinoma  or  adenocarc i noma  are  eligible,  prov id i n j 
that,  the  small  cell  elements  compr  i  •  uO'*  of  the  tumor.  Only 
patients  with  primary  stage  IVB  disease  or  recurrent  disease 
after  local  therapy  are  eligible  for  .ehemot  h-rapy  .  Chemotherapy 
patients  must  hive  measurable  'disease  by  pa  Ip  at  i  'n  or  by  an 
appropriate  x-ray  or  ultrasound  procedure. 

Patients  with  disease  localized  to  the  pelvis  and  regional  lymph 
nodes  will  receive  standard  theatgy  accord i n  ;  to  the  discretion 
of  the  investigator.  Pat  ient.s  with  d  i  s.-ase  b..*yond  the  pelvis  >r 
abdominal  nodes  with  no  previous  irradiat  ion  will  receive  vincris¬ 
tine,  2  mg,  doxorubicin,  SO  mg  'm2  ,  and  eye  1  ophosphainide ,  "7  50  mg /M2  , 
intravenously  'every  21  days.  Pat  ient.s  with  previous  irradiation 
will  receive  vincristine,  2  mg,  doxorubicin,  40  tng/M2,  and  cyclo¬ 
phosphamide,  600  ing  ,/M  2 ,  intravenously  every  21  days.  These*  regimens 
wilL  be  repeated  every  three  weeks  if  toxicity  permits.  i)oxor,jb  i  o  t 
wi  11  be  d  i  scont.  i  nuod  ut  a  cumulative  dose  ot  400  mg  '*\2/  Pat.  lent  n  in 
whom  tumor  progression  occurs  on  this  regimen  will  lie  treated  wit  h 
VP- 16,  100  mg/M2  (no  previous  irradiation)  or  HO  mg  M-’-  (previous 
irradiation)  intravenously  on  days  1,  3,  and  b,  every  tour  weeks 

to  time  of  progression.  Pat  ienls  wil l  be  followed  unt  il  expire  ;  mi 
or  for  i  l  ve  years.  In  the  unusual  instai.ee  of  stag..'  IVB  on  t.’ie 
b  i  s i s  ot  brain  metastasis  alone,  patients  will  be  given  whole 
briin  irradiation  to  a  dose  rat  3000  rads  in  10  tract  mans. 

PROGRESS 

(Hi  02  -  Hi  00)  Mo  cut  t  i  it  MAMC  . 


rrn.K : 


liuG  #7U:  A  Randomized 
therapy  (Met  hot  r«-xate 
Acid  Rescue)  in  "Good 
i'rophob L a st  ic  Disease 


Comparison  <>i  Single  Agent  ('ht-iv.o- 
a n d  Methotrexate  w  )  t  I .  Kal  i  rue 
Prognosis"  Met, is*  at  ie  Gestational 


PR  INC  I  PAL.  TNVRSTf  GATOR:  COL,  Royer  H.  I.ee,  MC 


PROFKSS  lONAL  ASS  I  STAN  l’S  :  Col,  Wi  I  l  iam  Henson,  MC 


WORK  UNIT  NO:  83/63 


■a 


1KCHN  I  CAL  OB.JKCTIVKS 


To  judge  the  relative  etficacy  of  schedultny  variat  ion  in  the 
chemn t he r a pe u t i c  management  of  "good  prognosis"  metastatic 
gestational  trophoblas1-  ic  disease  and  to  ascertain  t  tie  r<-lat  i  w 
toxicities  of  the  two  regimen;;. 


MKTHOD  I 

I 

i 

Eligible  patients:  those  with  metastatic  gestationaL  trophoblastic- 
disease  who  are  "good  prognosis"  with  duration  of  disease  <4  months  i 

from  antecedent  pregnancy,  serum  ,-hcg  toter  \42,000  mlU/ml,  no  J 

liver  or  brain  metastasis,  no  prior  chemotherapy,  and  antecedent  I 

molar  pregnancy,  ectopic  pregnancy,  or  abortion. 

Regimen  I:  methotrexate  0.4  mg/kg  IM,  up  to  2S  mg  daily  x  5; 
repeat  every  12  days  (7  da/  window). 

Regimen  IT:  methotrexate,  1  mg/ kg  IM,  days  1,  1,  S ,  and  7. 

Folinic  acid,  0.1  mg/kg,  IM,  days  i ,  4,  6,  and  H.  Repeat  every 
14  days  (6  day  l ndow  )  . 

An  t  !e  gun  t  e  trial  is  defined  as  »•<•..?<*  i  vng  one  course.  After  t  hr 
first.,  normal  titer  (throe  conseeut  i  ve  weekly  n  irmals),  each 
patient  will  receive'  one  more  full  couise.  it  she  attains 
remission,  therapy  will  t>e  i  i  somt  i  ruimi  .  It  t  h>-  titer  should 
re-elevate  prior  to  three  cnisecut  i  ve  weekly  normals,  t  fiet, 
chemotherapy  will  continue  until  the  above  c  r i t  t  it  are  ful¬ 
filled.  All  patients  will  receive  chemol herapy  as  outlined 
until  there  is  documented  remission,  severity  <  >|  toxicity 
requires  a  change,  or  non-respon:;c  . 

PROt  i  Kt.SS 

(HI  US  -  HI  04)  One  pat  lent  has  tuvn  entered.  Stic  was  treated 
with  methotrexate  (or  three  courses  and  has  had  a  oomplot*- 

re  sp;  'n  so  . 


STAP'S:  (ol 


'  ,  H 


V'N 


I'lH.K:  GOG  #71:  Treatment  of  Patients  with  Suhopt  i  ina  1  stage  I  h 

('  i  r>- i  nom  a  of  the  Cervix:  A  Random  i  /.«•>)  C.  unpar  i  .son  ot 
Radiation  Therapy  and  Post-Treatment  Pam-Aortic  and 
Common  iliac  Lyrnphadenectomy  ,  Versus  Radiation  Therapy, 
Pam-Aortic  and  Common  Iliac  hymphadenect  omy  ami 
Adjunctive  Kxtrafascial  Hysterectomy,  Ph.ise  I  IT 

PRINCIPAL  I  NVKS  f  1 1 1A  TOR  :  COI.  Royer  H  .  Lee,  MC 

PROFESSIONAL  ASSISTANTS:  COL  William  Henson,  MC 

CO!.  Donald  Kul  l  ,  MC 

WORK  (INI  T  NO:  Hi/41 

TECHNICAL  OBJECT IVES 

To  evaluate  t  he  role  of  adjunctive  exttafascial.  hysterectomy  in 
the  treatment  of  suboptirnal  St  aye  IB  carcinoma  ot  the  cervix, 
the  survival  and  patterns  of  failure  in  bulky  IB  cervix  cancer, 
and  fiie  prognostic  value  of  pretreatment,  endometrial  sampling 
in  subopt ima  L  Staje  IB  carcinoma  of  the  cervix;  and  to  study 
the  toxicity  ot  >  combined  radiation  and  surgical  therapeutic 
p  r  oc  a  m  . 


METHOD 

Eligible  patients:  pitients  with  primary,  untreated,  histo- 
logically  confirmed  invasive  carcinoma  of  the  uterine  cervix, 
EIGO  Stage  IB,  as  confirmed  by  cervical  biopsy  and  endometrial 
sampl  i  ny  . 

Regimen  I:  Following  recovery  from  radiation  therapy,  patients 
will  undergo  para-aortic  and  common  iliac  nodal  sampling, 
abdominal  washings,  and  intra-abdominal  expLorat  ion. 

Regimen  II:  Following  recovery  from  radiation  therapy,  patients 

will  undergo  para-aortic  and  common  iliac  nodal  sampling, 
abdominal  washings,  and  i n t r a-ubdom i na 1  exploration  plus  total 
ext  ra  Ease  ial  hysterectomy  . 

All  patients  wiLL  be  followed  for-  t  ive  years.  Patients  found  to 
have  more  extensive  disease'  (i  ,e  .  ,  posit  ive  para-aort  ic  nodes, 
i  n  t  ra-abdom  i  na'l  metastasis)  will  bo  treated  at  the  discretion  of 
the  physician  and  will  be  followed  lor  five  years. 


PROGRESS 

(Ml  02  -  Hi  09)  No  entries  at  MAMC  . 


STATUS:  to) 


A  S  9 


r  [  TEE  :  NCI  #  [  78  -  4  :  G  u  i  d  <  •  1  i  ncs  tot  L  he  Cl  i  n  i  c  i  I  i  i  si  *  nl 

St reptozotoe i n  (Croup  C  Guide!  Lnes) 

PRINCIPAL  INVKS TIGATOR:  COL  Friedrich  H.  St  at  z,  MC 

PROFESSIONAL  ASSISTANTS:  ETC  Irwin  H.  Dane ,  MC 

LTC  Archie  W.  Brown,  MC 


WORK  UNIT:  81/18 


TECHNICAL  OBJECTIVE 


To  provide  an  investigational  drug  ot  proven  et  t  i  oaoy ,  not 
previously  released  tor  general  use,  to  MAMC  pa  t.  i  e  n  t  s  under 
Group  ('  NCI  Guidelines.  Also,  to  determine  extent  md  variety 
of  side  effects  with  streptozotoc in  that  have  not  been 
previously  described. 


METHOD 

St reptozotoe i n  will  be  used  for  patients  with  malignant  islet 
cell  tumor  (response  rate  70%)  and  in  metastatic  carcinoid. 
Streptozotoci n  will  be  given  IV  either  daily  for  a  days  every 
4-6  weeks  or  weekly  for  approx  ima  t.e  1  y  4  weeks.  Careful  pre¬ 
treatment  evaluation  will  be  accomplished  and  any  untoward  or 
unexpected  side  effects  wi L l  be  reported  to  the  National  Cancer 
Institute. 


PROGRESS 

(HO- 12  -  Si  04)  No  entries  at.  MAMC. 

STATUS:  (o) 


/h  1 


TITLE:  NCI  #178-10:  Guidelines  tor  I, tie  Clinical  Use  ot 

He xame thy  1  me  1  am i  ne  (Group  C  Guidelines) 

PRINCIPAL  I NVKST IGA TOR :  COL  Friedrich  H.  Stutz,  MC 

PROFESSIONAL  ASSISTANTS:  COL  Royer  B.  Lee,  MC 

LTC  Archie  W.  Brown,  MC 
LTC  Irwin  B.  babe,  M<' 

WORK  UNIT:  81/1^ 


TECHNICAL  OBJECTIVE 

To  provide  an  investigational  drug  ot  proven  etticacy,  not 
previously  released  for  general  use,  to  MAMC  patients  under 
Group  C  NCI  Guidelines,  Also  to  determine  the  extent  and 
variety  ot  side  el  leers  with  hexainethylmel  ami  ne  that  have  not 
been  previously  described. 


METHOD 

Hexamethyl melamine  will  be  used  in  patients  whose  cancer  of  the 
ovary  has  become  refractory  to  therapy  with  alkylating  agents 
or  in  patients  where  therapy  with  alkylating  agents  i  ••  contra¬ 
indicated.  Hexamethylmelamine  will  be  given  daily  t>y  mouth, 
either  continuously  or  intermittently  depending  on  response, 
toxicity,  and  other  drugs  which  the  patient  may  be  taking 
concomitantly.  The  treatment  will  continue  for  as  long  as  the 
disease  is  stable  or  the  tumor  shrinks. 


PROGRESS 

(82  10  -  83  OH)  Two  patients  were  entered  on  this  protocol  in 
FY  81  for  a  total  of  eight  entries.  Nausea  and  neutropenia 
were  reported  as  adverse  reactions. 


STATUS:  (O) 


282 


1 


11  1'l.K  :  Mi '  !  k  1  H  u-  1  1  :  V p-  i  h-  i  1  2  I  t  ''.mill  i  '<•  1  1  f ' . i  r  . -  i  n<  >m. i  of 
t  1 1  ■  ■  lunj  (  ( 1  r '  * 1 1 ; )  ('  1 1 1  i  1 1 1 ;  1  l  n  ■  ■  - ;  I 

PRINCIPAL  I  4VKS  T  IGA  TOR:  COL  Friedrich  M.  Slut./,  MC 

PKOKKSS l ON A I  AS  1  SLANTS :  LTC  Irwin  H  .  DSie,  MC 

l.TC  Arch  O'  W.  Brown,  MC 

WORK  UNIT:  81/ 20 


TECHNICAL  OB, I  PC  1'  I  VK 

To  provide  an  investigat ional  drug  ot  proven  efficacy,  not 
previously  released  tor  general  use,  to  MAMC  patients  under 
Group  C  NCI  Guidelines.  To  determine  extent  and  variety  of 
side  effects  with  VP-16-312  that  have  not  been  previously 
de  sc  r  i  tied  . 


MKT  HOI) 


VP  16-112  will  Le  used  in  refractory  or  recurrent  small  cell 
cancer  ot  the  Ling,  usually  in  combination  with  other  effective 
chemotherapeutic  drugs.  It.  will  be  administered  IV  over  a 
10-minute  period  either  daily  for  A  days  every  2-3  weeks  or  on 
days  l,  3,  and  5  every  4-5  weeks.  The  exact  interval  between 
subsequent  courses  will  tie  modified,  depending  on  the  time 
required  for  recovery  from  toxic  manifest.it  ions.  Careful  pre- 
treatment  evaluation  and  tad  low-up  will  be  done  .  Any  untowar: 
or  unexpected  side  effects  will  be  report  eu  tv .  the  Nf 1  .  The 
treatment,  will  be  continued  tor  as  long  as  the  patient's  tumor 
responds  or  remains  stable. 


_PR(  iGRF.SS 

(R2  It)  -  Hi  09)  Three  patients  were  entered  on  tiiis  protocol 
in  KY  Hi  tor  a  total  of  14  entries.  Neutropenia,  thrombo¬ 
cytopenia,  hair  loss,  anemia,  and  fatigue*  ( expected  side  ot  teat 
of  the  sma 1 1  cel l  carcinoma  of  the  lung  and  t he  chemotherapy) 
were  reported. 

STATUS:  (')) 


.’<>  i 


['I  ILK:  NCI  #180-12:  Croup  C  Luidr-L  i  nes  for  the  Use  of  Dull  i-9- 

Te  L  rahy  i  r  oc  a  nn  aD  i  no  I 

PRINCIPAL  INVESTIGATOR:  COL  Friedrich  H  .  Slut/.,  MC 

PROFESSIONAL  ASSISTANTS:  LTC  Irwin  H  .  Dabe,  MC 

LTC  Alan  b.  Mease,  MC 
MAT  Lauren  K.  Colinan,  ML 

WORK.  UNIT:  81/10  2 


T EC H  N  KJAL  JJ  BJ  ECT1VE 

To  determine  untoward  si<1e  effects  not.  previously  described  witfi 
THC  and  to  make  available  this  antinausea  drug  to  patients  on 
chemotherapy . 


METHOD 

Delta-9-THC  will  be  used  as  an  ant.  iemet.ic  therapy  in  cancer 
chemotherapy  patients  refractory  to  standard  antiemetic  agents. 
It  will  be  administered  at  a  startinj  dose  of  5  my/m2  p  ,o  . , 

6-8  hours  prior  to  the  administration  of  chemotherapy  and  tor 
12  hours  thereafter.  Should  the  S  tng/m2  dose  prove  to  be 
ineffective,  and  in  the  absence  of  significant  side  effects, 
the  dose  may  be  escalated  to  7  .S  my/m2  .  Any  untowar  i  side 
effects  will  be  reported  to  the  NCI  . 


PROGRESS 

(82  10  -  83  09)  four  patients  were  entered  in  this  protocol 
in  EY  8  3  for  a  total  of  1  1  entries.  Drowsiness  was  t  tie  only 
reported  side  effect. 


STATUS:  (0) 


2  6  4 


'<1 

!'  I :  M('I  « 7«>()  I  -  iiolccUM  Stage  I  ...  ,  -  1  ,  uv  u  i  in  im  <-t 

(  v.  ■  1  I  arid  M  >:•' ratio  1  y  Oi  t  ferent  i  .it*")  ) 

PP  I  Ml  '  I  t’AL  I \\T  S  !  IdAlitk:  <’OI.  K  >•  J- •  t  H  .  Lee,  XC 

PKoKKSS  [ONAl,  ASS  I  S  PANTS  :  Cot.  Willi  m  !,.  den. son ,  MS 

W'  iKK  :N  I  l  :  SI  4  S 


PKCHNU'AL  OKJKCT  T  V F 

To  iat  i  -V'  f  tv  natural  h  t  st  ,  iry  of  patients  t  r»*  n  o-j  by  s  irjei  y; 
t  >  iet  .>  rei  i  no  whether  prophylactic,  adjuvant  cfv  i>  'the  r  » :  >  /  with. 
rrv  1  pha  1  a  n  titers  t  ho  natural  history;  t  •  >  study  the-  of  t  •  •  c  t  •  it 
various  p’tential  prognostic  factors  on  the  n  it  ura  1  nv*  a,’  a 
patients  t.t  i  by  each  lorm  of  therapy;  to'  rest  ■.:>]  •  sn  r  -v  ■ 

value  of  various  staging  parameter s  on  ttv  st  ige  ,?  1  >  sea--, 

a  nd  i  t.  s  nat  i  r  a  1  his  to  r  y  . 


MP1PH(m 

To  bo  eligible,  pat  ienls  must  have  a  histopathologic  dia  jna.sis 
ot  -ommon  op  i  the  1  i  1 1  ovarian  cancer,  either  serous,  mucinous, 
or  'Liter  (  endome  I  r  io  i  .j ,  transit  tonal,  mesonephroi d ,  adenooan  t  hom.a  , 
in  i  x  t  tires  anil  intermediate  types,  and  tine  l  ass  l  f  i  able  )  .  Patients 
will  be  stratified  by  histology,  histologic  jrade,  and  st  age  . 

At  ter  staging  laparotomy  and  tot  a  I  a  boom  m.il  hyst  erectomy  or 
bilateral  sa  l  p  i  ngo-oophor  ectomy  ,  patients  will  be  randomized 
t  >  observation  with  no  eheinof  her  ipy  or  t  •  i  I'len.  u.  herapy  reg  imen 
ot  me  1  pha  1  on  (0.2  mg/kg/duy  po  for  S  lays).  1’he  chemotherapy 
will  be  repeated  every  four  w<*ek  s  for  18  moot  ns  <  -r  alter  1 2 
eye  1 es  of  therapy,  whichever  comes  first.  chemot herapy  will 
be  1  i  scon  f  i  niied  for  unacceptable  toxicity  or  at  1 8  months  if 
the  patient  is  tree  ,d  disease  it  that  time.  It  patient 
re  1  apses,  she  will  ;  >■  •  taken  oft  study  at  that  time.  Second- 1  a  ok 
will  occur  it  !  ■<  months  after  randomization  using  per  i  t  otieosoopy 
>r  1  ap.a  rot  <  uny  . 


I'kor.RKSS 

(a  I  i  .1  -  8  1  )  a  ;  No  entries  at  'I  Ayr  . 


S  TAP'S:  1  1 1 


2t>  > 


r 


11C>:  MCI  #7hd2:  All  Stage  Ip  and  II  (  ^  ,  P,  (')  and  Select.-  i 

St  a  ;e  I  )  i  and  IBjj  Ovarian  Cancer 

MK1MCIPAC  l  NVFS  riCM'DR:  COl.  R  ;■  je  r  H.  MC 

PROFFSS  IONA1.  ASS  IS  PANTS:  Col,  William  1  .  Benson,  MC 

WORK  UNI  T  :  HI  Ml 


rtlCHN  1  CAR  OBJECT  1  VK 

T  )  «i'M'  ine  the  natural  history  ot  patients  treated  :>•/  sur  gery 
plus  either  chemotherapy  or  rad  i  oi  sotope ;  to  study  tue  effect, 
at  various  potential  proynost  tc  factors  on  t  tie  natural  history 
of  patients  treated  by  each  form  oi  t  herapy;  t  o  de t  •  ■  r n i ne  the 
patterns  of  relapse  for  each  torn  of  therapy;  to  •*:>(  a!)  I  i  sh  tti<- 
value  (if  various  staying  parameters  on  the  stage  ot  d  i  s«.-  is-- 
and  its  natura l  history. 


MHTHOU 

Ml  patients  with  common  epithelial  ovarian  cancer  are  eligible, 
if  a  r  ter  definitive  staging  procedures  the  patient  is  zoned  to 
ee  in  Stages  2V  2H,  2C,  lAiif  l Bi i *  or  lAi  or  lBl  with  poorly 
d  i  f  terent  iated  tumors  .  Patients  with  prior  therapy  are  ineligi¬ 
ble.  Patients  will  be  stratified  by  histology,  histological 
;  r  i  i  ■  • ,  an<l  stage  group  for  Regimen  I.  Regimen  I  will  have 
staging  laparotomy,  total  abdominal  hysterectomy  and  bilateral 
sa l p i ngo-oophorectomy  with  no  macroscopic  residual  disease 
found  .  Patients  will  then  be  randomized  to  receive  me  1 phal an 
or;  radioisotopes.  Regimen  II  will  be  stratified  by  histology, 
hi  ufological  grade,  and  extent  of  disease  after  surgery.  Patient 
will  have  staging  laparotomy,  total  abdominal  hysterectomy,  and 
bilateral  sa l pi ngo-oophorectomy  .  If  I lH ,  lip,  residual  disease  i 
found,  patient  will  be  randomized  to  pelvic  radiotherapy  plus  me  1 
ghalan  alone.  It  after  IB  months  ot  therapy,  the  patient  remains 
tree  ->f  ei  sense,  cherno*  herapy  w 1  1  1  be  discontinued.  Second  loo  k 
will  be  done  if  the  patient  is  tree  ot  d  i  r,eas>  •  after  ;  a  -r>.  -r,  t  h  s 
>  f  <:  nem d  h-*  r  a  py  . 


PROCRHSS 

(HI  ill  -  B  2  Id  t  No  p.)  t  1  e  O  t  : ,  ,  >n  t  e  .  ed  d  i :  1  n  ;  i-'Y  d.  one  p  1 1  1  en  t 

enter. >g  Jurtn;  FY  Hi  and.  i  ••  \ '  tv--  at  ,>t  »*--**;  1 1  •  rite, 
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TECHNICAL  OBJ  KCT1 VES 

!'.)  iiotonn  i  ne  t  tie  d  i  t  re  renews  in  tumor  response  rates  ana  drug 
t  ixioit  iys  wnon  high  dose  methotrexate  is  . j i v..-n  as  a  6-hour 
bolus  infusion  or  as  a  4 2 -hour  infusion.  To  do termm<?  if  the 
use  of  intensive  chemotherapy  given  when  tumor  burden  is  mi r. ima  1 
results  in  tho  complete  eradication  ot  all  microscopic  foci  of 
metastat  i  o  >st.eosarcoma  . 


METHOD 

>•'  a  t  i  e  n  t.  s  <30  years  of  age  with  no  evidence  ot  serious  infection, 
tct  i ve  bleeding  disorders,  or  concomitant  significant  c  implica¬ 
tions  and  biopsy-proven  osteosarcoma  are  eligible.  Patients  must 
nave  pathologic  or  radiologic  evidence  ot  overt  metastatic  dis- 
e a ae  and  must  have  rece’ved  no  previous  chemotherapy,  radiotherapy 
or  surgical  therapy  for  met. astatic  a  i  sea  so  .  Patients  presenting 
with  metastatic  osteosarcoma  will  enter  a  first  phase  which  is 
designed  to  create  a  state  in  which  there  is  no  evidence  of  dis¬ 
ease  (NED).  If  possible,  this  will  be  achieved  by  surgery  alone: 
it  surgery  alone  cannot  achieve  NED,  then  chemotherapy  will  be 
used  initially  rather  than  surgery.  Patients  in  this  tatter 
category  will  be  randomized  to  receive  weekly  vincristine  plus 
h i j h  lose  MTX-CK  g i ven  over  6  hours  or  methotrexate  given  as  a 
42-hour  infusion.  Patients  who  respond  to  this  phase  of  metho¬ 
trexate  may  bocoie  candidates  for  surgery  even  though  resection 
w  is  ti  <t  possible  i  n  i  t.  i  a  l  1  y  .  it  NKt)  can  be  achieved  in  this  way, 
patients  will  proceed  to  phase  2  .  Pit.  ients  achieving  NED  with 
surgery  nvl/or  chemotherapy  will  enter  Phase  2  ot  the  protocol 
die.  be  t  rested  with  intensive  combination  chemotherapy  employing 
>  punt  s  >  sown  to  :><>  active  against  overt  metast.at  ie  disease 
(  Met  hot  rexa  t.e  ,  -  l  t  rovo  r .  am  factor,  vincristine,  adriamycin, 

•yc  iophosph.vn  j  r  1  • » ,  ;  heny  1  a  1  an  i  ne  mustard,  DTD',  cisplatin.ini. 
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technical  ohj rct i vks 

To  treat  patients  in  as  ,  mi  term  manner  as  possible  while  studying 
the  spectrum  of  oi  se  ises  in  as  much  detail  as  possi  file,  including 
clinical  features,  histology  and  cytology,  surface  markers,  induc¬ 
tion  of.  differential  i  on  '  >•  ’  '  *  «  -■  funct  ional  potent  i  a  L  of  tumor 

cells,  distribution  patterns  of  itNA  and  protein  pro-  and  post¬ 
treatment,  and  possible  tumor  markers.  from  such  studies,  it  is 
hoped  that  insights  into  c  l  .a  ss  i  i  i  m  *■  i  on  and  rational  approaches 
to  therapy  will  be  1  >r  t  h.jotn  in:. 


MKT HOD 

untreated  patients  with  non-Hodyk in’s  lymphoma  <25  years  of  aye 
or  with  Brukitt's  1 ymphoma  at  any  a  je ,  who  consent  to  a  second 
biopsy  procedure  are  el  i  cible.  Patients  in  whom  a  diagnosis  of 
non-Hodgkin's  lymphoma  is  strongly  suspected  will  be  admitted 
is  soon  as  possible.  Treatment  will  be  commenced  as  soon  as 
initial  studies  and  biopsy  have  been  completed  and  therapy  should 
aegis  within  48-72  hours.  Therapy  will  include  total  surgical 
resect  ion  wherever  possible.  The  backbone  of  therapy,  however, 
wiLl  be  chemotherapy,  since  childhood  non-Hodgkin’s  lymphoma  is 
rarely  a  1  oca l i zed  tumor.  Drug  therapy  will  be  intensive  util¬ 
izing  eye  1 1  'phospharn  i  de  ,  vincristine,  adriamycin,  methotrexate, 
and  prednisone.  These  will  be  used  in  a  sequence  which  should 
result  in  drugs  be i ng  administered  every  10  days.  Wo  propose  a 
somewhat  different  approach  to  prophylactic  therapy,  in  that 
first,  an  IT  methotrexate  boost  will  be  given  during  IV  42  hour 
methotrexate  infusion;  second,  Ara-C  will  be  used  as  a  second 
drug  in  combination  with  met  hot roxate ,  and  third,  prophylaxis 
will  begin  at  the  same  time  as  systemic  therapy  since  it  is  more 
likely  t  ha  t  f  rnttor  cel  Is  enter  the  sanctuary  at  a  time  when  the 
systemic  tumor  burden  is  high.  Irradiation  as  part  of  CMS 
propny  1  e-tic  t  he  rap-/  is  not  pi  mined  . 
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P  t x  am  1  rii  -  till-  efficacy  ot  total  Doily  i  rra'ii  it  ion  in  combination 
wit. a  high  dose  chemotherapy  in  the  t  reatment  of  metastatic  >r 
high-risk  Hwimj's  sarcoma.  To  examine  t  he  immunological  status 
ot  pat  ients  recuiving  total  body  irradiat  ion  as  a  function  ot 
time.  To  exam  i  iv  the  at  iLity  ot  auto  logo  ,s  .anew  i  of  us  i>.»n  in 
patients  receiving  h  i  jh-dose  chemotherapy  wh  i  do  not.  have  -narrow 
•1  i  sea  so  it  present  at.  ion  but  who  may  have  -net  ast  at  i  •••  >1  i  soj  -ie  in 
other  sites. 


MKTHP1) 

Patients  with  a  pat ho  log ica 1  1 y  proven  din  ptosis  •  >}  Swing's 
sarcoma  present  in  j  with  met  ast  at  ie  hease  >r  with  a  pelvic  or 
vertebral  primary  lesion,  without  prior  railiation  or  chemo- 
therapy,  wi!  1  be  el  i  jifoLe.  C  hemo  t  he  ropy  to  include  vincristine, 
act  i  nomyei  n  it,  and  cyclophosphamide*  will  be  given  for  four  weeks 
concomitant,  with  irradiat  ion  to  the  primary  site  for  b  weeks. 

Tot  a  l  foody  i  r  rad  i  it  ion  will  then  be  liven  weeks  6-1 1)  .  High 
dose  therapy  of  vinci  istine,  adriamyein,  eye  Lophosphamide ,  and 
OTIC  will  then  t>,>  given  i  or  1  days.  Ma  i  nt  enance  chemot  herapy  t  o 
include  vinerist  in.-,  idmmynn,  eye  i  ipho.sphaini  de ,  and  DTIC  will 
bo  given  once  e  v-  •  r  y  b  weeks  I  .  >r  IP  cyclo-s. 
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PRINCIPAL  INVESTIGATOR:  M.AJ  Allen  k.  I’oM.-r,  MC 

PROFESS  IONA!.  ASSISTANTS:  l.TC  Charlene  |>  .  Holt,  MC 

ETC  Alan  1).  Mease,  MC 

WORK  CNN  NO:  8  0  /  5  1 


TECHNICAL  OBJECTIVES 

To  evaluate  the  efficacy  of  prophylactic  pulmonary  irradiation 
in  conjunction  with  combination  chemotherapy  in  the  treatment  of 
low  risk  Ewing's  sarcoma.  To  evaluate  the  immune  lo«j  i  e  status  and 
competence  of  patients  with  Ewing's  sarcoma  us  a  fund  ion  of  t  im<-  . 


METHOD 

Patients  with  a  pathological Ly  proven  diagnosis  of  Ewing's 
sarcoma  presenting  with  distal  primary  Lesions  (but.  not  in  t  he 
pelvis  or  spine)  without  evidence  of  metast.  it  lc  disease  .in¬ 
eligible  for  this  study.  Patients  with  prior  chemotherapy, 
radiation  therapy,  or  surgical  resection  procedures  other  that 
biopsies  are  ineligible  for  the  study.  For  initial  therapy, 
patients  will  receive  vincristine,  act i nomyc i n  D,  and  cyclo¬ 
phosphamide  (yiven  week  1  and  4),  radiation  therapy  to  the  primary 
site  (5  treatments/week  for  A  weeks),  and  subsequent  to  the 
completion  of  radiation  to  the  primary  site,  pulmonary  irradiation 
(5  treatments/week  for  2  weeks).  Maintenance  chemotherapy  will 
begin  subsequent  to  pulmonary  irradiation  consisting  of 
vincristine,  adriamycin,  and  cyclophosphamide  every  -1  weeks  for 
a  total  of  12  courses. 
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T  >  io  1 1'  rrn  i  ne  what  d  i  L  I  i/i  "jilOS  exist  bAwien  p  <•  ients  i  n  i  t  i  a  1 1  y 
*  f- sited  with  HI.A-marched  <>r  H I  ,A— in  i  smu  t  cried  pi  f.-iets  in  t  he  number 
in  i  !  requency  of  transfusions  requ  i  red ;  me  in  i  cerement  s  >t  those 
t  t  risfusions;  frequency  of  t  runs! us  ion  react  ions;  lumber  of  bleed- 
in  j  tip i  sodes;  development  or  ant  -HI. A  ant  i  bog  i  s;  and  length  of 
i  i ’lie  uni  i!  patients  become  refractory  to  t  ne  treatment  strategy 
*.  mpl oyed ;  to  determine  how  often  patients  ret  factory  to  one  stiateqy 
will  respond  to  the  other  and  what  differences  will  exist,  in  those 
subsequent  responses;  to  determine  it  t  he  order  of  st  r  it.egy  makes  .i 
d  i  f.  fer<- nee  in  the  total  lenqtli  of  time  pat  ients  respond  to  platelet 
transfusions;  to  determine  it  the  type  of  platelets  transfused  in 
those  patients  refractory  to  both  matched  and  mismatched  platelet 
transfusions  makes  a  difference  in  the  number  ot  traus) usions  re¬ 
quired,  the  mean  increments  of  those  transfusions,  and  the  frequency 
and  time  to  the  development  of  significant  bleeuinj  episodes. 

METHOD 

h L 1G I B I L I TY :  All  pediatric  patients  admitted  to  Madigan, 

HXC  LUS IONS :  >  5  blood  component  transl usions,  if  cannot  be  HLA  t  yped , 
or  if  there  is  an  inadequate  number  of  Hl.A-matched  donors  to  provide 
Hl.A-matched  platelet  support.  RANDOM  1  2  AT  ION :  l  groups  by  diagnostic 
citegories;  further  ,  patients  within  each  d i ay nos t ic  category  will  be 
!>e  divided  into  those  with  or  wit  bout  known  bone  marrow  involvement, 
croup  1  patients  will  receive  platelet  transfusions  with  matched 
platelets .  Group  1  will  receive  mismatched  platelets.  The  indica- 
t  ions  tor  transfusion  will  be  the  same  in  both  groups.  Patients  in 
hot  It  groups  will  cent  i nue  to  receive  platelet  transfusions  until  the 
patient  is  judged  to  tie  refractory  and  then  crossed  into  the  opposite 
group.  When  patients  are  considered  refractory  to  matched  ant  mis¬ 
matched  pi  ate  lets,  1  hey  sha  l  l  tie  random  i  zed  to  receive  either  matched 
or  mismatched  platelets  tor  t  tie  remainder  d  the  study.  Following 
r  *nd  unizat  ion,  t  he  p  it.  ients  wi  1  1  emit  i  rule  to  receive  the  assigned 
platelet  preparation  until  the  development  of  i  significant  bleedin; 
problem.  Patients  refractory  to  both  matched  and  mismatched  pi  at  el "t  s 
who  develop  significant  bleeding  problems  will  ne  considered  off-study 
and  will  be  supported  with  the  best  available  platelet  support. 
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TriMtmenl  of  Recurrent  l.ymphoma 


PR  l  VI  PAD  I  MVKST  ICATt  )R :  MM  Allen  R.  Potter,  MC 

PROFESSIONAL  ASSISTANTS:  LIT  Charlene  P.  Holt,  MC 

LIT  Man  1).  Mease,  MC 

WORK  UNIT  NO:  8i)/SS 

TKCHNJCAT  OBJECTIVES 

To  investigate  the  utility  of  a  combination  of  aggt  era i ve 
chemotherapy  and  total  body  irradiation  (TB1)  in  tie-  t  r  at  ment 
of  recurrent  disseminated  non-Hodgk  in's  lymphoma.  To  .Judy  t  he 
utility  of  f low- m i cro- f l uor ime t r i c  techniques  as  a  pot-nt.  ial 
means  of  individualizing  timed-sequence  chemotherapy  scheduling. 
To  study  the  value  of  supplementary  irradiation  to  apparently 
localized  recurrent  tumor.  To  study  recurrent  tumor  tor  changes 
in  morphology ,  surface  receptors,  EBV  genome,  and  cel  1  surface 
micro-viscosity  as  compared  to  the  patient's  primary  tumor. 


METHOD 

Patients  with  recurrent  non-Hodgkin's  Lymphoma  who  have  relapsed 
on  other  protocols  in  whom  autologous  marrow  has  .been  stored  at 
least  2  months  prior  to  relapse  and  whose  disease  is  not  defined 
as  small  volume,  local  relapse  will  be  eligible  for  t  lie  study. 

The  presence  of  complicating  factors  (renal  failure,  infection, 
etc.)  which  const  i  cute  relative  contra i  rvi  i cat  ions  to  the  inti a- 
t  ion  of  CARAT  therapy  (Cytoxan,  ARA-O,  FBI)  will  b>-  considered 
individual  ly  tor  eligibility.  Patients  with  prior  ('NS  disease  of 
proven  resistance  to  chemotherapy  and  cranial  or  craniospinal 
irradiation  will  normally  be  i  tv  1  ig ibl e  for  CARAT  therapy .  All 
patients  will  bo  treated  in  laminin  flow  rooms  if  avi i  1  able  . 
Normally,  chemotherapy  will  not  commence  nut  il  the  total  WRC  is 
■4000  and  granulocyte*  count  MSOO  in  order  to  keep  the  period  ot 
ganu  1  ocy  topeni  a  to  a  minimum.  All  pat  ients  will  tie  vigorously 
hydrated  prior  to  therapy.  Treatment  schemas  are;  eytoxan; 

4  5  mg/ kg  days  1  ,  2,  1,  4,  (IV  in  100  oe  Daw  over  10  m in); 

TBt:  l 5  rads  daily  x  H  commencing  on  nay  1  omit t  in g  weekends  or 
4  00  rads  on  days  h  and  8;  ARA-C:  -too  mq/M-  '24  hours  by  continuous 

infusion  days  4  ,  1(1,  11,  12,  given  in  V».  do  x  t  t  >  se  wa  t  •-*  r  ;  au  t  o 1  ■  igou 
marrow  infusion:  day  1  1  .  In  the  presence  ot  CNS  di'vase, 
intrathecal  or  intraventricular  therapy  will  fie  idm  i  n  t  st  .  M'ed  . 

Pat  jents  also  may  be  randomized  t  * »  t>*ou  i  v*:*  hyperal  imentation. 
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in  Acuta  Leukemia 

PRINCIPAL  l  NVKST  ICATOR :  MAJ  Allen  K.  potter,  MC 

PKOKKSS  lONAI,  ASSISTANTS:  LTC  Charlene  p  .  it. It,  MC 

LTC  Alan  I).  Mease,  MC 


WORK  UNIT  NO:  80/86 


TKCH N  1  CAI .  OU.1KCT1  VKS 

To  determine  the  therapeutic  efficacy  of  <j  1  utarn  i  nase  against  acute 
leukemia  refractory  to  standard  agent  s .  To  determine  the  toxicity 
of  glut.aminase  administered  in  a  fixed  dosage  schedule. 


MKTHOD 


Patients  must  have  a  life  expect  aney  of  at.  least  4  weeks  a  no 
cytolog ical i y  documented  acute  lymphocytic,  acute  myelocytic, 
or  acute  undifferentiated  leukemia  (on  bone  marrow  aspirate 
or  the  biopsy  specimen).  in  addition,  patients  must  be  proven 
refractory  to  conventional  drugs  considered  active  against 
their  disease  and  must  have  recovered  from  the  toxic  effects 
ot  any  previous  therapy.  The  drug  will  be  administered  as  a 
continuous  infusion  (10,000  iU./M^/day)  fot  at  least.  14  days 
with  rc-uval nation  of  the  leukemia  at  that  time.  If  no  bene- 
ticial  effect,  has  been  seen  the  trial  will  discontinued. 

If  there  is  evidence  of  improvement,  the  infusion  will  !>•• 
continued  for  a  total  ot  28  days. 


PROGRKSS 


(80  0  8 


8  i  UP)  Mo  entries  at  MAMC  . 


[’  I'L'LK  : 


P.  )H  #78/13 


K'jvef  and  Ant  lmicrohial  Theripy, 


PR  I  NG  I  PAL.  INVESTIGATOR:  MA.J  Al  led  K.  Potter,  MG 


PROFESS  IONAL  APRS  1  S  l‘ANTS  : 

WORK  UNIT  NO:  80/6’ 


1  ,TC  Charlene  P.  Holt  ,  NIC 
ETC  Alan  1).  Mease,  MC 


TKCHN  l  CAL  OBJ  h'C'l  I  VKS 


To  e  aluate  the  role  ot.  empiric  antibiotic  therapy  in  granulo¬ 
cytopenic  cancer  patients.  To  reduce  the  incidence  ot  fever  and 
infection  in  patients  for  whom  t reatment-related  granu 1 ocy topen i a 
is  anticipated.  To  evaluate  and  treat  the  granulocytopenic 
patient  colon i zed  with  fungi. 


MKT’ HOD 


Patients  in  this  study  wili  be  treated  in  three  distinct  groups. 
Croup  l  (Treatment  of  Granulocytopenic  Patients  Prior  to  the 
Onset  ot  Fever)  will  consist  of  afebrile  patients  receiving  chemo 
therapy  anticipated  to  produce  g ranu locy topen i a ,  irrespective  of 
the  projected  duration  of  /jranu 1 oey topen i a .  These  patients  will 
be  randomized  to  a  double  blind  study  ot  either  erythromycin  and 
bactriin  or  a  placebo.  Group  LI  (Evaluat  ion  and  Treatment  ol 
Granulocytopenic  Patients  Who  Become  Febrile)  will  consist  ot 
patients  with  granulocytopenia  who  are  febrile  with  either  a 
documented  infection  or  a  fever  ot  undetermined  origin.  Those 
with  documented  infection  will  receive  either  broad  spectrum  ant  i - 
bi.ot.ics  or  specific  therapy  based  on  sens  it  i  v  i  t.y  test  i  ng  .  FtJO 
patients  will  fie  t.  re, a  ted  with  empiric  antibiotics  for  7  i  lys  and 
then  managed  according  to  their  status  ( t  c*br i le/a t ebr i  I e )  .  Group 
r  I  [  (Evaluation  and  Tre  it  merit.  ot  the  Granulocytopenic  Patient. 
Colon: zed  wit  n  Fungi  )  it  ter  7  days  ot  KGC  wi  1  1  be  randomized  to 
receivo  amphotericin  or'  not  receive  amphot.er  join. 


PROGRESS 

(81)  0  7  -  8  3  04)  No  entries  at  MAMC  . 


STATUS:  I  T ) 


A'  1 


ill'l.h:  P<  m  #74  '01  -  Kva  1  u. 1 t  i  on  n  f  ii  urn.  *  n  Lymphob  i  a  .t  o  i  0  1  -it  -o  - 

t'Ton  and  Poly  I:C  (  St  .at)  i  1  i  zed  with  Pol  y-I  ,-1,/s  i  ne  .in:1. 
Carboxymet hy 1  Cellulose  i  Pol  y  (  I C  LC  )  1  )  In  the  Trent  merit 
ot  Acute  Myelocytic  Leukemia,  CLL,  and  V  itvws  solid 
Tumor  s ,  Phase  1  I  , 

PRINCIPAL  I  NV'KMT  IC.A'l’OR:  MAT  A I  let.  R.  Potter,  Mf 

PRoFKSS  [ON  A!.  ASSISTANTS:  i.TC  Charlene  P .  Holt,  MC 

LTS  Alan  I).  Meuse,  Mt 

vV;  >RK  C  1  F  \'i  > :  S  0  57 


TKCHN  l_CAL  UHJiri  i  VKS 

To  det  -*rrn  i  no  the  t  her  ipeut  lc  e  t  t  if  i  ■  y  •  >|  human  1  ymphob  1  a  .!  o  l  d 
inter!  e  ton  m  l  ‘H  ibi  1  i  /.eil  po  l  y  r  i  Duimisi  n  i  c  ac  i  -1-po  i  y  r  i  b-'cy  t  i  - 
lylic  icid  (  pol  •/  l  l  Cl, C|  )  in  patients  with  tent  e  m/e  1  >eyt  l  •: 

1  eukein  i  a  t  w  h  are  in  r  lit'  i  r  !  irst  hone  marrow  i  e  i  apse  an  i  love 
receive.!  no  prev  i  ous  induction  t  re  it  ment  tor  this  re  1  apse  > , 
ami  in  pat  ient  s  with  various  sol  id  tumors  in  relapse. 


MJCT H(  M) 

Patients  ">  1  f>  years  with  acut.e  myeLocyt  iu  1  •  ;  k  e  -i  i  i  who  are  in 
their  first  bone  marrow  re  lapse  after  bavin,  he, mi  t  re. it.  ed  with 
standard  drugs  and  who  have  not  received  any  other  induct  ion 
treatment  tor  this  relapse  are  eligible.  s  >1  id  t  um  >r  pat  i  ;  1 1  s 
in  relapse  are  eligible  as  determined  by  the  spec  i  t  ic  prot.  >C"1 
pri  irity  scheme  for  that  tumor  type.  Pat  i,-nt„s  will  be  ran, loin  l  zed 
to  receive  either  I  ymphobl  ast  oid  i  nt.er  I  --t'  >n  or  1*  >  1  y  (  1  C I  ,C  )  .  An 
id-  •,  piute  trial  will  consist  of  a  minimum  ot  one  month  of  t  re  it.  ment 
A  secorni  month,  ot  induction  with  t  tie  same  i  jent  on  the  same  schedu 
will  be  c  i  ven  if  marrow  improves  by  day  In  from  M  $  to  M2  in  t  he  ,-a 
of  AMI,,  or  if,  in  f  tii-  case  of  solid  tumor  pitients,  the  disease  j 
stable  or  improved  .  in  no  case  will  induct  on  continue  beyond  two 
months.  Patients  with  st  able  u  improving  -di  seise  it  the  end  -if 
two  months  will  begin  i  mu  i  nt  i-imna-  seheduie  with  the  same  agent; 
patients  with  projressiv,-  -iisi.-a.se  at  t.  he  --mi  of  -mu-  ■■  >  r  two  months 
may,  it  t  1 1  *  -  1  r  •  >u-l  it  i  •  >n  permit  m,  c  r  o  ss-o  v-  - 1  to  .,1,  1  n-iuet  i-m  at  t  «*np 

with  the  it  h'-i'  1  g*>  n  t  . 


pRi  ii , R  t ;  . 

(HO  Oh  -  8  1  00)  No  entries  it  MAMC  . 


i'iI'1-K:  POM  1 7 9/ 0 J  :  Phase  !  I  St  udy  <d  2  1  -  Dnixyol  a 

Acute  Lymphoblastic'  lauki’tni  i 

PRINCIPAL  INVKSTIGATOR:  MAd  Allen  R.  Potter,  MC 

PROFKSSIONM.  ASS  1 STANTS  :  I  'IV  Chirlene  P  .  H-.lt,  ML 

! ,  IV  Alan  1)  .  Me  a  so  ,  MC 


WORK  'IM  !'  N’  > :  Si)  ">  H 


I'KCH  N  K’A  1.  OliJKCT  IVFS 

To  determine  t  lie  t  he  rape  it  i  r  et  f  i  racy  ot  2  '  -  1c  ixy.-ol  'riiyc  j  r. 

(  2  *  viCF  )aga  i  nst  icute  1  ymphob  1  ast  i  c  leukemia  re  t  r.icr  >r  y  to 
standard  agents;  to  determine  the  toxicity  ot  2  ’  L'F  nim  i  n  i  sfe  rv 
in  i  fixed  iosage  schedule. 


M_KTH<  d) 

Patient  s  with  a  1  ife  expectancy  of  it  1  east.  4  week.:;  wh  >  have 
cy  t-)lo.j  i  cal  ly  documented  acute  lymphoblastic  leukemia  on  bone 
marrow  aspirate  or  bi  ipsy  specimen  are  eligible.  Pari-nts  must 
t.»e  proven  refractory  to  t  hos>-  conventional  dru.js  considered 
active  against  Aid,  .  This  piotocol  will  invest  igat<-  a  uose  ot 
0  . 2  S  mg /kg  2'dCF  given  IV  daily  for  1  consecutive  days.  Kach 
patient  will  receive  it  least  2  courses  of  2  *  dCF  ( tox i c i ty  per¬ 
mitting).  The  second  course  ot  2'dCF  will  be  given  14  days 
toil  iwin.j  the  in  it  ial  treatment..  if  there  is  no  evidence  of 
improvement  on  day  28  t ne  patient  will  be  removed  from  the  study. 
Patients  who  have  achieved  either  a  complete  or  partial  response 
after  the  second  course  will  continue  to  receive  treatment  on 
this  protocol  tint  i  1  M  }  marrow  status  occurs.  Upon  cut  ranee  to 
the  protocol,  cel  1  surface  marker  studies  will  be  obtained  on 
the  lymphoblasts  t  roin  each  patient.  The  ALL  patients  will  be 
treated  and  analyzed  separately  according  to  whether  they  have 
T  cell  v  in  >n-T  ce  11  Aid,  . 


PROGRF.SS 

(HI)  Oh  -  HI  Ob  I  No  .111  t  urn  at  MW. 


STATUS:  Cl) 


1'  I  !  l.K  : 


SWO1 1 H 1 1 4  :  Ai]uv.«nt  ( 'hi  *nu  >  t  I  n  ■  r  i  py  with  r>- F  1  w.  >r  f  m  r  i  >  ■  l  1  , 

Air  i  ,  t  m  y  i  ■  i  t  ,  and  M  i  t  i  iniyr  i  n-r  (  I -AM  )  v  S.u  j>-ry  Alone 

for'  Pat  lent  s  with  r.oca]',y  Advanced  •;  u;t  no  Adenocarc 1  noma 

PR  INC  I  PA!,  1  NVKSTIf.ATOR:  t'OI.  Kr  it'd  rich  H.  Snitz,  MC 

PROKKSS  IONA1.  ASS  l  STANTS  :  1.1V  dames  K  .  Cong,  lot,  ,  MC 

I.  IV  [twin  R  .  Dtoe,  M: 

WORK  OMIT  \<>;  ’hi  4  ' 


T K CH N  1CAL  01UKCT1VK 

To  determine  the  ett icacy  ot  adjuvant  chemotherapy  with  FA* 
on  the  disease-tree  interval  and  survival  ot  patients  with 
l'4M  stage-groups  I  ^ ,  Ip,  II  and  ill  gastric  adenocarcinoma 
compared  to  potent,  i  a  l  1  y  curative  surgery  alone. 


MKT  Hoi) 

Patient.  K 1  i  g  i  t>  i  L  1 1  y  :  pat  ient  s  must  have  TNM  si  age-group  1  s< , 
f < ■ ,  I  [ ,  or  [  [ r  gast  ric  adenocarc i noma  and  n  i  n icroscopic  or 
gross  residual  postoperative!/;  no  prior  chemo-  or  rad iothot  ipy; 
no  medical  coni  ra  i  ndioat  ions  '  o  chemotherapy  with  FAM;  serum 
bilirubin  <2  .0  mg  / 1  DO  ml;  SCO'!’  and  SCOT  Less  than  three  t  imes 
the  uppe*'  1  imit  of  normal  vtlues;  creatinine  cl  e  tr  a  nee  '75  ce  "mi 
RUN  m  j  *< ;  serum  creat  in  i  no  i  .  S  mg*;  WHO  -4,000;  and  p  1  a  t:  • 1 1  t 

•  i ooTooo . 

Treatment  ;  Alter  surgery ,  pat  ients  will  he  random  i  .tec,  to 
Hither  Treatment  1  (no  f  "l her  therapy)  or  Treatment  2; 

FAM  -  a- Ftt,  600  my/M2  lays  1  \  K,  24  K  3  6 

adriamycin,  30  mg/ m2  iv  lays  1  5.  24 
m i tomyc i n-C ,  1 0  mg /M 2  i y  day  1 

A  oval  ot  6  courses,  one  every  H  weeks,  will  admin  i  si.  e  red  , 

Aft  •  •  r  12  months,  the  active  therapy  phase  is  c  >mp.  1  o  t  ed  .  The 
pat.  ient  will  be  fol  lowed  at  six  month  intervals  tor  five  years 
it  remission  continues. 


PROCPKSS 


S  "4  0  r, 


8  3  O'*  l 


t0 


1 1  MAMC  . 


I’lTLK:  SWiKi  7808  ,  Comu  i  nat  i  on  Moda  l  i  ty  Treatment  tor  st  age  s 

II r  and  IV  Hodgkin's  Disease,  MOPP  #6 

PRINCIPAL  I NV ESTIMATOR :  COL  Friedrich  H.  Stut.z,  MC 

PROFESSIONAL  ASSISTANTS:  ETC  Junes  K.  ComjJnn,  MC 

ETC  I  rw  1  n  H  .  babe  ,  MC 

WORK  "\!  V  NO:  '  8  4  " 

1  KCHNICAL  OBJECTIVE 

To  attempt  t  <}  increase  the  comp  l  e  t.  e  remission  rate  induced  with 
MOP-BAP  ( nitrogen  mustard,  vincristine,  procarbazine,  prednisone, 
alriamycin,  and  bleomycin)  alone  utilizing  involved  tield  radio¬ 
therapy  in  patients  with  Stages  III  and  IV  Hodgkin's  disease 
achieving  partial  remission  at  the  end  of  6  cycles;  and,  to  deter¬ 
mine  if  immunotherapy  maintenance  with  levamisoLe  r  consolidation 
with  low  dose  involved  field  radiotherapy  will  produce  significantly 
longer  remission  durations  over  a  no  further  treatment  group  when 
complete  remission  has  been  induced  with  6  cycles  of  MOP-BAP  in 
States  III  a  IV  Hodgkin's. 


METHOD 

Patients  (>_15  yrs)  must  lave  histologic  diagnosis  of  Hodgkin's 
disease;  no  prior  chemotherapy.  Patients  with  a  history  ..if  conges¬ 
tive  heart  failure,  valvular  heart  disease,  or  serious  obstructive 
or  restrictive  pulmonary  disease  will  be  excluded. 

Treatment  1 :  Norm  a  1  morrow  patients  will  receive  h  cycles  oj  MOP-HA 
Treatment  2:  Imparted  bone  marrow  patients  will  receive  6  cycles  of 
Mop-BAP  with  dose  modifications. 

Complete  remission  (CR)  patients  with  prior  radiotherapy  will,  be 
randomized  between  Treatment  3  (no  treatment  )  and  Treatment  4 
{  levami sol e )  .  CR  patients  without  prior  radiotherapy  will  receive 
Treatment-  3  (radiotherapy).  Partial  remission  (PR)  patients  without 
prior  rad  iot  herapy  or  residue  bone  marrow  involvement:  will  receive 
Treatment  6  (radiotherapy).  PR  patients  with  prior  radiotherapy  or 
those  wit.1  residual  bone  mar  row  involvement  wil  1  receive  Treatment 
7  (4  additional  cycles  of  MOP-BAP;  after  10  total  cycles  of  Mop-BA*-’, 

patient  will  cent  inue  study  on  MOPBAP  t  herapy  at  ...he  discretion 
of  the  i  • ;  v e s t  i  j a  t  •> r  >  . 

PROGRESS 

(  82  10  -  8  1  00)  No  outlies  i  a  K  Y  HI.  throe  pat  ion'  •-  eit  or  >>•; 
in  previous;  y  a  r  s  t  etna  i  n  in  c.  >mp  t  *»  t  <  *  remission  2'*  ,  <  i  ,  and  4 
months  after  diagnosis.  The  •  mi  i  h  pa*  i  <  ■  r  1 1  had  a  t  oc  :  i  t  .»■  • 

Its  months  after  diagnosis. 


ANNUAL  RESEARCH  PROGRESS  REPORT  FISCAL  YEAR  1 983 ( U ) 
MADIGAN  ARMY  MEDICAL  CENTER  TACOMA  WA  B  L  FARISS 
01  OCT  83 


UNCLASSIFIED 


TITLE:  SWOG  78  2  3/24/2  5/2  6:  ROAD-AdOAP  in  Acute  Leukemia, 

Phase  III 

PRINCIPAL  INVESTIGATOR:  COL  Eriedrich  H.  Stutz,  MC 

PROFESSIONAL  ASSISTANTS:  LTC  James  E.  Congdon,  MC 

LTC  Irwin  B.  Dabe,  MC 

WORK  UNIT  NO:  79/02 

TECHNICAL  OBJECTIVE 

To  compare  the  efficacy  of  the  4-drug  combination  chemotherapy 
regimen,  ROAP  (Rubidazone,  vincristine,  Arabinosyl  Cytosine,  and 
Prednisone)  to  AdOAP  (the  same  combination  using  Adriamycin  in 
place  of  Rubidazone)  in  adult  acute  leukemia,  as  determined  by 
remissu  duration  and  survival;  to  determine  the  comparative 
toxicity  of  these  regimens;  to  determine  whether  late  intensifica¬ 
tion  therapy  at  9  months  after  complete  remission  will  improve 
long-term,  disease  free  survival;  to  determine  whether  immuno¬ 
therapy  using  Levamisole  for  6  months  after  12  months  of  complete 
remission  on  chemotherapy  improves  disease-free  survival;  to 
determine  the  effects  of  intrathecal  Ara-C  on  the  incidence  of 
CNS  leukemia;  to  determine  reproducibility  of  the  FAB/hi stolog ic 
classification  and  correlation  to  response  to  therapy  in  200 
consecutive  cases  of  acute  leukemia;  and  to  study  the  effects  of 
intensive  supportive  care  in  the  management  of  acute  leukemia. 

METHOD 

For  remission  induction,  Group  A  will  receive  ROAP  and  Group  B 
will  receive  AdOAP.  when  leukemic  cells  are  no  longer  visible 
in  the  bone  marrow,  consolidation  therapy  will  begin  with  one- 
half  the  patients  receiving  RAOP  in  reduced  dosage.  The  other 
one-half  will  receive  AdOAP  with  the  addition  of  cytosine  arab- 
inoside  in  the  spinal  fluid  at  weekly  intervals  for  8  weeks.  If 
a  complete  remission  persists,  maintenance  therapy  will  be  given 
consisting  of  vincristine,  cytosine  urabinoside ,  and  prednisone 
for  5  days  it  monthly  intervals  for  9  months.  One  half  of  these 
patients  will  then  receive  late  intensification  therapy  consisting 
of  a  combination  of  vincristine,  prednisone,  and  methotrexate  plus 
6-mercaptopur ine  for  5  days.  The  other  one-half  will  receive 
3  additional  months  of  maintenance  therapy,  at  which  time  all 
patients  will  be  randomized  into  one  group  receiving  no  further 
treatment  and  another  group  receiving  levamisole  for  2  days  of  each 
week  for  6  months. 

PROGRESS 

(82  10  -  83  09)  No  new  entries  at  MAMC .  Of  five  patients 
entered  in  previous  years,  three  died  after  partial  response 
and  two  have  been  lost  to  follow-up. 


STATUS:  (O) 


TITLE:  SWOG  7827:  Combined  Modality  Therapy  for  Breast  Carcinoma, 

Phase  III 

PRINCIPAL  INVESTIGATOR:  COL  Friedrich  H.  Stutz,  MC 

PROFESSIONAL  ASSISTANTS:  LTC  James  E.  Conydon ,  MC 

LTC  Irwin  B.  Da be,  MC 

WORK  UNIT  NO:  79/96 

TECHNICAL  OBJECTIVE 

To  compare  the  disease-free  interval  and  recurrence  rates  in: 

(1)  estrogen  receptor  positive  premenopausal  patients  with 
Stage  II  disease  using  combination  chemotherapy  alone  vs  combina¬ 
tion  chemotherapy  and  oophorectomy;  (2)  estrogen  receptor  positive 
postmenopausal  patients  with  Stage  II  disease  using  combination 
chemotherapy  plus  tamoxifen  vs  tamoxifen  alone  vs  combination 
chemotherapy  alone;  (3)  estrogen  receptor  negative  patients  with 
Stage  II  disease  using  one  vs  two  years  of  combination  chemotherapy; 
and  to  compare  the  effect  of  the  various  adjunctive  therapy 
programs  upon  survival  patterns  and  to  correlate  the  estrogen 
receptor  status  with  disease-free  interval  and  survival. 

METHOD 

Patients  with  a  histologically  proven  diagnosis  of  breast  cancer 
(Stage  II  or  Stage  III)  with  one  or  more  pathologically  involved 
axillary  nodes  will  receive  one  of  the  following  treatments: 

( CMFVP  =  cyclophosphamide,  methotrexate,  5-f luorourac i 1 , 
vincristine,  and  prednisone): 

(1)  CMFVP  for  1  yr  -  pre  or  postmenopausal  ER-  patients. 

(2)  CMFVP  for  2  yr  -  pre  or  postmenopausal  ER-  patients. 

(3)  CMFVP  for  1  yr  -  premenopausal  ER+  patients. 

(4)  Oophorectomy  +  CMFVP  -  premenopausal  ER+  patients. 

(r  Tamoxifen  alone  for  1  yr  -  postmenopausal  ER+  patients. 

(  CMFVP  for  1  yr  -  postmenopausal  ER+  patients. 

(  Tamoxifen  +  CMFVP  for  1  yr  -  postmenopausal  ER+  patients. 
Patients  undergoing  segmental  mastectomy  (lumpectomy)  will 
receive  6  wks  of  radiation  therapy  in  addition  to  the  treatment 
they  are  randomized  to  receive. 

PROGRESS 

(82  10  -  83  09)  Two  new  patients  were  entered  in  FY  83  for 
a  total  of  16  entries.  These  16  patients  received  various 
treatments  according  to  their  ER  and  menopausal  status.  Of  the 
16  patients,  11  are  alive  and  well  without  evidence  of  recurrent 
breast  cancer.  Four  patients  are  doing  well  on  alternative 
treatments  after  they  had  a  recurrence,  and  one  patient  is  dead 
of  aggressive,  rapidly  progressive,  widely  metastatic  breast 
cancer  . 


STATUS:  (O) 


TITLE:  SWOG  7916:  Phase  II  Evaluation  of  Gallium  Nitrate  in 

Metastatic  Urological  Malignancies:  Testicular,  Bladder 
Prostate,  and  Kidney 

PRINCIPAL  INVESTIGATOR:  COL  Friedrich  H.  Stutz,  MC 

PROFESSIONAL  ASSISTANTS:  LTC  James  E.  Congdon,  MC 

LTC  Irwin  B.  Dabe,  MC 

WORK  UNIT  NO:  BO/23 


TECHNICAL  OBJECTIVES 

To  determine  the  efficacy  of  gallium  nitrate  as  determined  by 
response  and  survival  in  patients  with  metastatic  urological 
malignancies  which  include:  testicular,  bladder,  prostate, 
and  kidney;  who  have  failed  on  higher  priority  treatment. 


METHOD 

Patients  are  eligible  who  are  not  candidates  for  studies  of 
higher  priority  and  who  have  histologically  proven  incurable 
advanced  metastatic  testicular  carcinoma,  bladder  carcinoma, 
prostate  or  kidney  carcinoma.  Patients  should  not  have  had 
more  than  two  previous  types  of  combination  or  single  agent 
chemotherapy  trials. 

All  patients  will  be  treated  at  a  dose  of  700  mg/m2  given 
as  a  30  minute  IV  infusion  in  200  ml  of  normal  saline.  Course 
will  be  repeated  every  two  weeks  if  blood  counts,  and  liver 
and  renal  functions  permit.  An  adequate  trial  will  consist  of 
two  courses  of  therapy. 


PROGRESS 

(80  02  -  83  09)  Study  is  now  open  only  to  bladder  patients. 
No  entries  at  MAMC  . 


STATUS:  (O) 
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r 


TITLE:  SWOG  7924:  Multimodal  Therapy  for  Limited  Small  Cell 

Carcinoma  of  the  Lung,  Phase  III 

PRINCIPAL  INVESTIGATOR:  COL  Friedrich  H.  Stutz,  MC 

PROFESSIONAL  ASSISTANTS:  LTC  James  E.  Congdon,  MC 

LTC  Irwin  B.  Dabe,  MC 

WORK  UNIT  NO:  80/26 


TECHNICAL  OBJECTIVES 

To  determine  the  efficacy  of  sequentially  alternating  mutually 
noncross-resistant,  multidrug  regimens  in  remission  induction 
and  intensification  therapy  in  patients  with  limited  small  cell 
lung  carcinoma;  to  determine  the  value  of  chest  radiotherapy 
added  to  intensive  systemic  chemotherapy  in  reducing  chest 
recurrences  and  in  improvement  of  survival;  to  determine  the 
relative  efficacy  and  toxicity  of  low-dose,  extensive  chest 
radiation  when  used  in  close  chronologic  sequence  with  systemic 
multiagent  chemotherapeutic  regimens;  to  determine  whether 
radiotherapy  ports  should  be  set  according  to  tumor  size  prior 
to  or  after  induction  chemotherapy;  and  to  determine  the  value 
of  combined  systemic  chemotherapy  and  radiotherapy  in  the  control 
of  bulky  chest  disease. 


METHOD 


Patients  with  histologically  or  cytologically  confirmed  small 
cell  carcinoma  of  the  lung  are  eligible.  Patients  will  be 
treated  for  8  weeks  with  combination  chemotherapy  of  methotrexate, 
vincristine,  VP-16,  adriamycin,  and  cyclophosphamide.  Following 
the  completion  of  induction  chemotherapy,  patients  will  be  treated 
as  follows:  (1)  Complete  remission:  patients  will  be  randomized 
to  receive  either  chest  and  whole  brain  radiotherapy  followed  by 
chemotherapy  or  whole  brain  radiotherapy  alone  followed  by  chemo¬ 
therapy.  (2)  Partial  remission  or  stabilized  disease:  patients 
will  be  randomized  to  receive  either  extended  field  and  whole 
brain  radiotherapy  followed  by  chemotherapy  or  involved  field 
and  whole  brain  radiotherapy  followed  by  chemotherapy.  Patients 
with  progressive  disease  after  induction  chemotherapy  will  go 
off  study  . 


PROGRESS 

(82  10  -  83  09)  No  new  entries  at  MAMC  in  FY  83.  None  of  the 
seven  patients  entered  in  previous  years  survived.  However, 
significant  prolongation  of  life  was  noted  when  compared  to 
historical  controls.  Small  cell  carcinoma  of  the  lung  is  a  very 
aggressive  cancer  and  ultimately  fatal. 


STATUS:  (C) 


I 
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TITLE:  SWOG  7927/28:  Chemotherapy  for  Multiple  Myeloma, 

Phase  Ilf 


PRINCIPAL  INVESTIGATOR: 


COL  Friedrich  H.  Stutz,  MC 


PROFESSIONAL  ASSISTANTS: 


LTC  James  E  . 
LTC  Irwin  B. 


Congdon,  MC 
Dabe,  MC 


WORK  UNIT  NO:  80/27 


TECHNICAL  OBJECTIVES 

To  compare  the  effectiveness  of  four  different  drug  combinations 
for  remission  induction  in  previously  untreated  patients  with 
multiple  myelona;  and,  for  patients  with  a  75%  tumor  reduction, 
to  evaluate  the  role  of  12  months  of  chemotherapy  maintenance 
with  vincristine,  cyclophosphamide,  and  prednisone  vs  these 
drugs  plus  levamisole,  when  compared  with  previous  experiences. 


METHOD 

Patients  previously  untreated  with  chemotherapy  (except  prednisone) 
with  a  diagnosis  of  multiple  myeloma.  Stages  I,  II,  or  III,  will  be 
eligible  for  the  study.  Patients  will  receive  remission  induction 
treatment  with  one  of  the  following:  (1)  vincristine,  melphalan, 
cyclophosphamide,  and  prednisone  (VMCP)  for  3  courses  followed 
by  vincristine,  BCNU,  adriamycin,  and  prednisone  (VBAP)  for  3 
courses,  every  3  weeks;  (2)  VMCP  for  3  courses  followed  by  VBAP 
for  3  courses  every  3  weeks  plus  levamisole;  (3)  vincristine, 
cyclophosphamide,  and  prednisone  (VCP)  every  3  weeks;  or  (4)  VCP 
every  3  weeks  plus  levamisole.  Treatment  will  continue  on  all 
regimens  for  a  minimum  of  6  months,  until  a  75%  tumor  reduction 
has  occurred,  but  no  longer  than  18  months  in  the  absence  of 
remission.  Patients  who  are  responsive  to  remission  induction 
with  Treatments  1  or  3  will  receive  maintenance  treatment  with 
VCP.  Patients  responsive  to  induction  therapy  with  Treatments 
2  or  4  will  receive  maintenance  treatment  with  VCP  plus  lavam- 
isole.  Treatment  cycles  are  repeated  at  21  day  intervals  for  12 
months  provided  the  absolute  granulocyte  count  is  at  least  1,000 
and  the  platelet  count  is  at  least  80,000. 

PROGRESS 

(82  10  -  83  09)  No  new  entries  in  FY  83.  One  patient  was  entered 
in  FY  81  and  was  treated  for  7  months  with  some  disease  stabil¬ 
ization  before  subsequent  progression  of  disease  and  death.  One 
patient  was  entered  in  FY  82  and  treated  for  8  months  before 
subsequent  progression  of  disease  and  death. 


STATUS:  (C) 


TITLE:  SWOG  7958:  Evaluation  of  m-AMSA  in  Metastatic  or  Recurrent 

Epithelial  Carcinoma  of  the  Female  Genital  Tract,  Phase  II 

PRINCIPAL  INVESTIGATOR:  COL  Friedrich  H.  Stutz,  MC 

PROFESSIONAL  ASSISTANTS:  LTC  James  E.  Congdon,  MC 

LTC  Irwin  B.  Dabe,  MC 

WORK  UNIT  NO:  80/37 


TECHNICAL  OBJECTIVES 

To  determine  the  antitumor  activity  of  AMSA  in  patint  with 
metastatic  or  recurrent  epithelial  carcinomas  of  the  ovary, 
endometrium,  cervix,  vagina,  or  vulva  who  have  failed  on  higher 
priority  treatment  protocols;  and  to  determine  the  nature  and 
degree  of  toxicity  of  AMSA  in  patients  treated  by  the  split- 
course  three-day  schedule. 


METHOD 

Patients  are  eligible  who  have  a  histologically  proven  diagnosis 
of  incurable  advanced  metastatic  or  recurrent  epithelial  carci¬ 
noma  of  the  ovary,  endometrium,  cervix,  vagina,  or  vulva. 

The  patients  will  be  divided  into  two  treatment  groups;  good 
risk  patients  and  poor  risk  patients.  All  patients  will  be 
treated  by  a  split  dose,  3-day  schedule.  Dose  for  good  risk: 

40  mg/M2/day,  IV,  for  three  days.  Dose  for  poor  risk:  30  mg/M2/ 
day,  IV,  for  three  days.  Total  daily  dose  will  be  dissolved  in 
250-500  ml  of  D/W  and  given  IV  over  one  hour.  Repeat  courses  of 
AMSA  will  be  given  at  21  day  intervals.  In  the  event  that  myelo- 
suppression  persists  at  day  21,  biweekly  WBC  and  platelet  counts 
will  be  done  and  subsequent  courses  of  AMSA  will  be  given  only 
when  there  is  bone  marrow  recovery. 


PROGRESS 

(82  10  -  83  09)  No  new  patients  in  FY  83.  The  one  patient 
entered  previously  had  an  unusually  long  good  partial  regression 
of  her  metastatic  ovarian  cancer.  She  experienced  pain  in  the 
veins  proximal  to  the  infusion  requiring  placement  of  a  Hickman 
catheter.  This  eliminated  the  problem  and  the  patient  was  able 
to  continue  her  treatment  until  the  tumor  progressed. 


STATUS:  (C) 


4 


TITLE:  SWOG  7984:  The  Treatment  o£  Chronic  Staye  CML  with 

Pulse,  Intermittent  Rusulfan  Therapy  with  or  without 
Oral  Vitamin-A,  Phase  III 

PRINCIPAL  INVESTIGATOR:  LTC  Irwin  B.  Dabe,  MC 

PROFESSIONAL  ASSISTANTS:  COL  F.  H.  Stutz,  MC 

MAJ  Lauren  K.  Colman,  MC 

WORK  UNIT  NO:  81/80 


TECHNICAL  OBJECTIVES 

To  determine  the  efficacy  of  standard  pulse,  intermittent 
busulfan  therapy  plus  oral  vitamin  A  in  prolonging  the  chronic 
phase  of  CML,  and  hence  in  prolonging  survival. 


METHOD 

Patients  with  a  diagnosis  of  chronic  staye  CML  for  one  year  or 
less  with  no  prior  therapy  are  eligible.  Patients  will  be 
stratified  into  those  who  had  a  splenectomy  and  those  who  did 
not.  Randomization  will  be  to  busulfan  alone  or  busulfan  plus 
oral  vitamin  A.  Stratification  is  also  by  age,  <20  or  >20  years. 
Treatment  will  continue  for  as  long  as  the  patient  responds  to 
the  treatment  and  does  not  have  unacceptable  toxicity. 


PROGRESS 

(8  1  05  -  83  09)  No  entries  at  MAMC  . 


STATUS:  (O) 
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TITLE:  SWOG  7990:  Interyroup  Testicular  Study 

PRINCIPAL  INVESTIGATOR:  COL  Friedrich  H.  Stutz,  MC 

PROFESSIONAL  ASSISTANTS:  LTC  James  E.  Conydon ,  MC 

LTC  Irwin  Da be,  MC 

WORK  UNIT  NO:  80/33 

TECHNICAL  OBJECTIVES 

To  compare  the  disease-free  survival  and  overall  survival  for  suryery 
alone  (with  chemotherapy  for  relapsers)  vs  suryery  plus  early  adjuvant 
chemotherapy  in  patients  with  resectable  Staye  II  testicular  cancer; 
to  register  and  follow  patients  with  nonseminoma,  nonchoriocarcinoma 
Stage  I  testicular  cancer  to  define  prognostic  variables  which  may 
predict  recurrence  in  this  stage  group;  to  define  the  difference  in 
disease-free  rates  and  patterns  of  recurrence,  based  upon  histologic 
subtypes  and  extent  of  disease  on  initial  presentation;  to  evaluate 
the  role  of  marker  substances  such  as  HCG ,  alpha-fetoprotein,  and 
lactic  dehydrogenase  in  the  early  detection  and  management  of  recur¬ 
rence  in  patients  with  stage  I  and  Stage  II  testicular  carcinoma; 
to  evaluate  the  accuracy  of  lymphang iograms ,  CAT  scans,  and  ultrasound 
studies  for  staging  of  retroperitoneal  nodal  involvement. 

METHOD 

Patients  with  histologically  confirmed  carcinoma  (not  pure  seminoma 
or  choriocarcinoma)  of  the  testis  Stage  I  or  Staye  II  who  have  had 
an  orchiectomy  will  be  eligible.  Patients  will  undergo  bipedal 
lymphangiogram  with  the  intent  of  retroperitoneal  node  dissection. 
Serum  markers  will  be  obtained  orchiectomy  and  must  be  obtained 
prior  to  lymphadenectomy  and  one  to  two  weeks  after.  I f  at  two 
weeks  any  marker  is  positive  but  falling,  markers  will  be  repeated 
at  3-4  weeks  and  the  4-week  value  must  be  normal  or  serial 
determinations  must  be  declining  with  time  at  a  rate  predicted  by 
the  known  serum  half  life  of  the  marker.  Entry  will  be  at  2-4  weeks 
postoperativel / .  Staye  I  patients  will  be  followed  routinely  and 
tumor  markers  should  be  negative  4  weeks  postop.  Staye  II  unresect- 
able  patients  are  not  eligible.  Staye  II  resectable  patients  will 
be  treated  in  two  treatment  groups.  Group  I:  no  adjuvant  chemo¬ 
therapy  with  monthly  follow-up  until  recurrence.  Group  II:  adjuvant 
chemotherapy  with  vinblastine,  bleomycin,  and  c i s-plat inum  .  Stages 
I  and  II  who  were  originally  randomized  to  the  follow-up  group  and 
Stage  II  relapsing  after  chemotherapy  will  be  further  treated  with 
vinblastine,  bleomycin,  and  c i s-pl a t i num  .  Patients  in  complete  or 
partial  remission  or  showing  improvement  after  relapse  induction 
will  receive  maintenance  treatment  with  vinblastine,  repeated  every 
4  weeks  until  complete  remissions  have  received  104  weeks  of  therapy 
and  partial  remissions  and  improvements  may  continue  indefinitely. 

All  other  patients  will  go  oft  st  udy  . 

PROGRESS 

(80  02  -  83  09)  No  entries  at  MAMC  . 


STATUS:  (O) 


p 


TITLE : 


SWOG  8012:  Treatment  for  Advanced  Adenocarcinoma  and  Large 
Cell  Carcinoma  of  the  Lung:  FOMi  vs.  CAP  vs.  FOMi/CAP, 
Phase  1 1  I 


PRINCIPAL  INVESTIGATOR: 
PROFESSIONAL  ASSISTANTS 


COL  Friedrich  H.  Stutz,  MC 

LTC  Archie  W.  Brown,  MC 
LTC  Irwin  B.  Da be,  MC 


WORK  UNIT:  81/21 


TECHNICAL  OBJECTIVES 


To  evaluate  by  pairwise  comparison  the  response  rate,  duration  of 
response,  and  survival  of  three  regimes,  FOMi,  CAP,  and  FOMi/CAP, 
in  patients  with  advanced  ( TMN  Stage  III  M  j)  adenocarcinoma  and 
large  cell  undifferentiated  carcinoma  of  the  lung;  to  evaluate  the 
degree  of  non-cross  resistance  of  FOMi  in  CAP  failures  and  of  CAP 
on  FOMi  failures;  to  compare  the  toxicities  and  side  effects  of 
FOMi  and  CAP. 


METHOD 

Patients  with  histologically  confirmed  diagnosis  of  adenocarcinoma 
of  the  lung  or  large  cell  undifferentiated  carcinoma  of  the  lung 
will  be  eligible  for  this  protocol.  Alveolar  cell  carcinoma 
patients  will  also  be  eligible  but  will  be  treated  under  the  FOMi 
arm  only.  Patients  with  metastatic  disease  (TNM  Stage  III  M^ )  are 
eligible.  This  excludes  patients  who  have  metastases  only  to  ipsi- 
lateral  hilar  nodes  (  N^  )  and/or  mediastinal  nodes  ( N2 )  .  Patients 
whose  disease  can  be  encompassed  within  a  single  radiation  port 
are  not  eligible.  Prior  chemotherapy  patients  are  ineligible;  how¬ 
ever  prior  radiation  therapy  is  acceptable  as  long  as  the  patient 
has  measurable  disease  outside  the  radiation  field.  Patients  with 
brain  metastases  are  eligible  and  can  receive  concomitant  radiation 
to  the  brain.  Patients  will  be  stratified  prior  to  randomization 
by  cell  type,  performance  status,  presence  or  absence  of  bone 
metastasis.  Randomization  is  to  Arm  I  (FOMi)  and  Arm  2  (CAP)  and 
an  alternating  regimen  (Arm  3)  utilizing  FOMi  and  CAP  as  described 
in  the  protocol.  If  the  patients  on  Arm  3  (alternating  FOMi/CAP) 
relapse  on  FOMi,  CAP  will  be  continued  and  FOMi  discontinued. 

If  there  is  a  relapse  on  CAP,  FOMi  will  be  continued  as  a  single 
arm.  Patients  will  be  treated  for  as  long  as  the  disease  remains 
stable  or  regresses.  Other  reasons  for  discontinuation  of  the 
protocol  are  patient  refusal  or  intolerable  side  effects. 

PROGRESS 


(82  10  -  83  09)  No  new  entries  at  MAMC  in  FY  83.  Seven  subjects 
had  previously  been  entered.  All  patients  expired  with  the 
longest  response  being  3  months. 


STATUS:  (C) 


29  l 


**  .  «r»y. 


TITLE : 


SWOG  8015:  Evaluation  of  '[wo  Combination  Chemotherapy 
Programs,  Adriamycin  and  Cis-Platinum  (AP)  versus 
Adriamycin,  Cis-Platinum  plus  VP  16-213  ( VAP ) ,  in  the 
Treatment  ot  Extensive  Squamous  Cell  Carcinoma  of  the 
Lung ,  Phase  1 1  1 

PRINCIPAL  INVESTIGATOR:  COL  Friedrich  H.  Stutz,  MC 

PROFESSIONAL  ASSISTANTS:  LTC  Archie  W.  brown,  MC 

ETC  Irwin  b.  babe,  MC 

WORK  UNIT:  81/22 

TECHNICAL  OBJECTIVES 

To  determine  the  activity,  in  terms  of  response  rate,  remission 
duration,  and  survival  in  patients  with  extensive  squamous  cell 
(epidermoid)  carcinoma  of  the  lung,  for  two  combination  chemo¬ 
therapy  programs;  Adriamycin  and  Cis-platinum  ( AP )  versus  VP  16- 
213,  Adriamycin  and  Cisplatinum  (VAP);  to  evaluate  the  relative 
toxicities  of  these  respective  regimens;  to  assess  the  feasibility 
and  reliance  of  applying  "measurable  versus  evaluable"  criteria 
of  tumor  regression  in  determining  therapeutical  response;  to 
correlate  tumor  grade  with  response  and  survival. 

METHOD 

Patients  with  extensive  squamous  cell  (epidermoid)  lung  cancer 
which  has  spread  beyond  the  hemithorax  and  ipsilateral  scalene, 
supraclavicular  and  mediastinal  lymph  nodes,  equivalent  with  TNM 
Stage  III  class  Mj  or  with  any  T  or  N  other  than  mediastinal,  supra¬ 
clavicular  scalene  node  involvement,  or  patients  with  evidence  of 
disease  beyond  the  confines  of  a  single  radiation  therapy  port  are 
eligible.  Patients  who  were  initially  treated  with  radiation  but 
failed  and  have  a  measurable  lesion  are  eligible  as  well  .  Patients 
with  prior  chemo  or  immunotherapy  are  not  eligible.  Patients  must 
have  pathologic  proof  of  squamous  cell  carcinoma  of  the  lung  and 
a  meisurable  lesion.  Patients  must  meet  other  criteria  as  well 
as  outlined  in  the  protocol.  Patients  will  be  stratified  to  good 
risk  and  poor  risk  patients.  They  will  be  randomized  to  treatment 
with  adr i amyc i n/pl a t i num  or  VP  1 6/adr iamyc i n/pl at i num  and  followed 
on  treatment.  Reasons  for  removal  from  the  protocol  are  patient 
refusal  and  intolerable  side  effects. 

PROGRESS 

(82  10  -  83  09)  One  patient  was  entered  in  FY  83.  He  was  t  rented 
for  two  months  and  expired  from  progression  of  disease  two  weeks 
post-treatment.  Severe  neutropenia  and  moderate  thrombocytopenia 
were  noted  as  adverse  side  effects.  One  patient  was  entered 
during  FY  82,  but  was  removed  because  the  pathology  review  did 
not  bear  out  the  diagnosis  ot  squamous  cell  carcinoma. 


STATUS:  (C) 


TITLE: 


SWOG  8U17:  5-FU,  Adriamycin,  S  t  rept  <  >z<  >t:<  >c  i  n  ,  and 
Cyclophosphamide  (FAC-S)  in  the  Treatment  of  Metastatic- 
Carcinoid  Tumors,  Phase  II 


PRINCIPAL  INVESTIGATOR:  MAJ  Alfred  H.  Chan,  MC 


PROFESSIONAL  ASSISTANTS: 


WORK  UNIT  NO:  82/11 


COL  Friedrich  H.  Stutz,  MC 
LTC  James  E  .  Conydon  ,  MC 
LTC  Irwin  B.  Dabe,  MC 
MAJ  Lauren  K.  Colman,  MC 
MAJ  Howard  Davidson, 

MAJ  Thomas  M.  Baker,  C 


TECHNICAL  OBJECTIVE 

To  determine  whether  combination  chemotherapy  employing 
5-Fl uorourac i 1 ,  is  effective  in  the  management  of  metastatic 
carcinoid;  to  study  the  duration  of  survival  of  patients  with 
metastatic  carcinoid  tumor  treated  with  combination  chemotherapy 
regimens;  to  provide  further  information  concerning  the  response 
and/or  survival  of  patients  with  metastatic  carcinoid  orginating 
in  different  sites  and  having  different  metastatic  patterns. 


METHOD 


All  patients  except  those  with  cardiac  disease  will  receive  the 
combination  of  5-FU,  cyclophosphamide,  adriamycin,  and  streptozo- 
tocin.  Patients  will  be  divided  into  good  and  poor  risk  groups 
with  medication  adjusted  accordingly.  Courses  will  be  repeated 
at  28  day  intervals  as  tolerated.  Patients  with  carcinoid  or 
other  varieties  of  cardiac  disease  will  not  receive  adriamycin. 

An  adequate  trial  is  considered  two  courses. 


PROGRESS 


(82  10  -  83  09)  No  new  entries  at  MAMC  In  FY  83.  One  patient 
entered  on  study  during  FY  82  and  expired  after  failing  to  respond 
after  two  courses  of  treatment. 


STATUS:  (O) 


TITLE: 


SWOG  8020:  Adn.r.nycin  +  VP-1 6  v  ' . ,  /in  Alone  in 

-Advanced  Adenocarc i noma  nf  _.««  Ure  ist  ,  phase  !  1 

PRINCIPAL  i K"  ::ST  i  GATOR:  COI.  Id  ledricli  H  .  Stut/,  MC 


PROFESSIONAL.  ASSISTANTS  : 


LTC  Archie  w.  Brown,  MC 
LTC  Irwin  B.  Dane,  MC 


WORK  UNIT  :  8  L  /'  2  3 


TECHNICAL  OBJECT  I VES 

To  determine  the  efficacy  of  the  Adriamycin  and  VP-16  cninDinat  ion 
in  the  treatment  of  previously  treated  patients  with  d  i  ss«-ni  nated 
Dreast  cancer,  as  determined  by  response  rate,  compared  with 
Adr iamycin  alone;  and  to  determine  the  length  of  the  remission 
on  VP-16  maintenance  after  an  Adr iamyc in/VP- l 6  regimen. 


METHOD 

Patients  with  n i stoloy ical ly  proven  breast  cancer,  stage  4,  with 
measurable  lesions  who  have  previously  become  resistant  to  CMFVP 
will  be  eligible.  They  will  be  stratified  by  ER  receptor  status, 
ER  positive,  ER  negative,  or  ER  unknown.  Patients  with  current 
congestive  heart  failure  or  prior  tdriamycin  treatment  are  not 
eligible.  Prior  radiation,  hormonal,  or  chemotherapy  may  be 
permitted;  however,  four  weeks  must  have  elapsed  since  prior 
hormonal  therapy  and  two  weeks  since  radiation  or  chemotherapy 
was  administered.  Patients  must  have  recovered  from  previous 
treatment  toxiciti.es  with  evidence  of  hematologic  recovery. 

These  will  be  stratified  into  good  and  poor  risk  patients  and 
randomized  between  adr iamycin  plus  VP  16  (Arm  1)  and  adr iamycin 
alone  (Arm  2).  Treatment  will  be  given  for  as  long  as  the 
disease  remains  stable  or  regresses  and  for  as  long  as  the 
patient  tolerates  the  chemotherapy. 


PROGRESS 

(82  1U  -  8  J  09)  No  new  entries  it  MAMC  in  FY  83.  Two  patients 
were  previously  entered.  One  had  a  partial  response  for  two 
months  with  death  one  month  alter  relapse  and  the  second  refused 
treatment  at  ter  on«>  dose  and  expired  three  months  later  . 


STATUS:  ( C ) 


n  ti.k  : 


SWOG  80d5:  Combination  Chemotherapy  f'>r  Chronic 

Lymphocytic  Leukemia,  Phase  II 


PR  I  NCI  PAL  I  NVFST 1  GATOR : 
PROFESS IONAL  ASS  I STAN  I  S : 


I, VC  Irwi.i  B.  Dabe,  VC 

COL  Friedrich  H.  Stutz,  M( 
MAJ  Lauren  K.  CoLman,  VC 


WORK  UNIT:  81/8  1 


TECHNICAL  OBJ  KCTIVKS 


To  determine  the  response  rate  and  miration  o;  remission  in 
patients  with  CLL  treated  with  combination  chemotherapy  con¬ 
sisting  of  prednisone,  vincristine,  cytosine  irabinoside, 
Cytoxan,  and  adriamycin;  to  correlate  parameters  obtained 
in  the  clinical,  pa t holog i ca 1 ,  and  immunological  staging  with 
response  to  treatment;  to  determine  the  effect  of  stopping 
chemotherapy  after  patients  have  achieved  a  complete  remission 
plus  2  consolidation  courses,  in  order  to  define  a  cured,  or 
stabilized  fraction  of  patients. 


METHOD 

Patients  with  chronic  lymphocytic  leukemia  fulfilling  the 
criteria  as  outlined  by  the  Rai  classification  of  CLL  (all 
stages)  are  eligible  for  this  protocol.  Patients  who  have 
been  treated  previously  with  a  single  alkylating  agent  are 
eligible  but  will  be  analyzed  separately  Patients  may  not 
nave  received  prior  adriamycin  or  Ara-C;  however,  patients 
previously  treated  with  radiation  therapy  alone  are  eligible, 
and  these  patients  will  also  be  analyzed  separately.  The 
protocol  consists  of  Arm  I  which  is  applicable  to  Rai  Class¬ 
ification,  stages  1  and  2,  which  is  registration  only  (no 
treatment)  with  careful  documentation  of  the  progression  of 
the  disease;  and  Arm  II,  Ria  Classification  3-4,  consisting  of 
chemotherapy  with  a  combination  of  prednisone,  Oncovin,  Ara-C, 
cyclophosphamide ,  and  hydroxyduanorubicin  (adriamycin). 
Treatment  will  continue  for  as  long  as  the  patient  reponds  on 
Arm  II.  Patients  on  Arm  I  at  the  time  of  progression  to  stage 
3  or  4  will  be  eligible  for  treatment  on  the  same  combination 
chemotherapy  regimen.  Patients  will  be  followed  indefinitely 
or  until  death. 


PROGRESS 

(8  1  05  -  8  3  09)  No  patients  registered  on  protocol  at  MAVC  . 
Nationally,  accrual  has  been  slow  with  a  significant  morbidity 
and  mortality  rate  associated  with  the  therapy. 


STATUS:  (O) 


295 


TITLE:  SWOG  8030:  Evaluation  of  DHAD  in  Advanced  Squamous  Cell 

Carcinoma  of  the  «ead  and  Meek,  Phase  I! 

PRINCIPAL  INVESTIGATOR:  COL  Friedrich  H.  Stutz,  MC 

PROFESSIONAL  ASSISTANTS:  LTC  Archie  W.  Brown,  MC 

LTC  Irwin  B.  Dabe  ,  MC 

WORK  UNIT:  31/46 


TECHNICAL  OBJECTIVES 


To  determine  the  response  rate  and  remission  duration  in  patients 
with  advanced  squamous  cell  carcinoma  of  the  head  and  neck  treated 
with  DHAD  used  in  a  single  dose  every-three-week  schedule;  to 
define  further  the  qualitative  and  quantitative  toxicities  of  DHAD. 


METHOD 

Patients  with  i i sto log i ca 1 1 y  confirmed  diagnosis  of  squamous  cell 
carcinoma  of  tne  neck  or  adenoid  cystic  carcinoma  of  the  head  and 
neck  with  measurable  disease  are  eligible  if  they  have  become 
resistant  to  standard  chemotherapy.  Only  patients  with  advanced 
disease  not  ammenable  to  surgery  or  radiation  are  eligible.  All 
patients  must  have  measurable  disease  and  have  recovered  from 
toxicities  of  previous  therapies.  Patients  will  oe  stratified 
according  to  prior  chemotherapy  or  no  prior  chemotherapy  and  then 
will  be  treated  with  DHAD  without  randomization  (12  mg/M2  i V 
infusion  in  100  cc  D5W  over  30  minutes,  repeated  every  three 
weeks).  Treatment  will  continue  for  as  long  as  the  tumor  remains 
stable  or  shrinks.  Treatment  will  be  discontinued  if  the  tumor 
progresses,  if  intolerable  side  effects  occur,  or  if  the  patient 
refuses  further  treatment. 


PROGRESS 


(81  02  -  83  09)  No  patients  registered  on  this  protocol. 


STATUS:  (O) 


296 


< 


TITLE:  SWik;  80  3  L  :  Evaluation  of  DHAD  in  Refractory  Multiple 

Myeloma,  Phase  II 

PRINCIPAL  I NVEST I  GATOR :  COL  Friedrich  H.  Stutz,  MC 

PROFESS IONAL  ASSISTANTS:  LTC  Irwin  H  .  Dabe,  MC 

MAJ  Lauren  K.  Colman,  MC 

WORK  UNIT:  81/83 


TECHNICAL  OBJECTIVES 

To  determine  the  response  rate  and  response  duration  of  patients 
with  refractory  multiple  myeloma  treated  with  d i hydroxyanthra- 
cenedione  (DHAD)  used  in  a  single  dose  every-three-week  schedule; 
to  define  the  qualitative  and  quantitative  toxicities  o f  DHAD 
administered  in  a  Phase  II  study. 


METHOD 

Patients  with  multiple  myeloma  refractory  to  standard  treatment 
or  protocols  of  higher  priority  are  eligible  for  this  protocol. 
Patients  must  have  clearly  measurable  myeloma  protein  levels  to 
be  eligible.  These  patients  must  also  meet  other  criteria  as 
outlined  in  the  protocol  .  stratification  will  be  done  according 
to  response  to  prior  treatment  and  prior  treatment  with  adriamycin. 
Initial  dose  is  8  mg/M^  given  as  an  IV  infusion  in  100  cc  of  D^W 
over  30  minutes  and  repeated  every  3  weeks.  Treatment  continues 
tor  as  long  as  tumor  remains  stable  or  is  improving.  Patient 
refusal  of  further  treatment  and  intolerable  toxicity  will  cause 
1  i scon t i nuat ion  of  the  patient  on  the  protocol. 


PROGRESS 

(81  05  -  8  3  08)  No  patients  registered  on  this  protocol  at  MAMC  . 


SLAP'S:  (T) 


r 


TITLE:  SWOG  8U37:  Combined  Therapies  for  Squamous  Cell  Cancer 

of  the  Esophagus,  Phase  II 

PRINCIPAL  INVESTIGATOR:  LTC  James  E.  Congdon ,  MC 

PROFESSIONAL  ASSISTANTS:  COL  t-riedrich  H.  Stutz,  MC 

LTC  Irwin  B.  Dabe,  MC 
MAJ  ALfred  H.  Chan,  MC 
MAJ  Howard  Davidson,  MC 
MAJ  Timothy  J.  O'Rourke,  MC 
MAJ  Thomas  M.  Baker,  MC 

WORK  UNIT  NO:  82/69 


TECHNICAL  OBJECTIVE 

To  determine  the  feasibility  and  toxicity  of  combined  radiotherapy 
and  chemotherapy  with  5-f Luorouraci 1  (5-FU)  and  cis-platinum 
followed  by  surgery  in  patients  with  epidermoid  carcinoma  of  the 
middle  or  distal  esophagus;  to  determine  the  time  to  local  or 
distant  progression  in  patients  treated  by  these  three  combined 
modalities;  to  determine  the  survival  of  patients  treated  by 
these  three  combined  modalities;  and  to  determine  the  response 
rate  by  clinical  and  pathological  staying  at  the  time  of  surgery. 


METHOD 

After  metastatic  survey  testing  to  determine  that  the  patient  has 
localized  disease,  the  patient  will  be  started  on  a  simultaneous 
combination  of  chemotherapy  and  radiotherapy.  The  chemotherapy 
will  consist  of  cis-platinum  given  through  the  side  tubing  of  a 
freely  running  IV  line  over  2  hours  followed  by  5-FU  given  through 
a  freely  running  IV  by  continuous  infusion  for  4  days.  The 
patient  will  then  be  given  a  4-week  rest  period  and  a  similar 
chemotherapy  regimen  will  be  repeated.  The  exact  dose  of  each 
chemotherapy  agent  will  be  determined  by  the  patient's  height  and 
body  weight.  Simultaneous  with  the  start  of  the  chemotherapy, 
the  patient  will  receive  external  beam  radiation  therapy  to  the 
esophagus  in  the  region  of  the  tumor.  Approximately  2  weeks 
after  the  completion  of  the  radiation  and  two  courses  of  chemo¬ 
therapy,  the  patient  will  be  taken  to  surgery  for  definitive 
resection  of  the  tumor.  This  will  be  followed  by  an  anastomosis 
of  the  proximal  remaining  esophagus  to  the  stomach. 


PROGRESS 


(82  09  -  83  09)  No  patients  registered  on  this  protocol  at  MAMC  . 


STATUS:  (O) 


TITLE:  SWOG  8038:  Vinblastine  in  Advanced  Ovarian  Cancer, 

Pha  se  II 

PRINCIPAL  INVESTIGATOR:  COL  Friedrich  H.  Stutz,  MC 

PROFESSIONAL  ASSISTANTS:  COL  Royer  H.  Lee,  MC 

LTC  Irwin  B.  Da be,  MC 

WORK  UNIT:  81/72 


TECHNICAL  OBJECTIVES 

To  determine  the  response  rate  and  remission  duration  with 
intravenous  therapy  using  Velban  as  a  continuous  infusion  in 
patients  with  advanced  ovarian  cancer;  to  define  further  the 
qualitative  and  quantitative  toxicity  of  the  continuous  infusion 
of  Velban  . 


METHOD 

This  is  a  Phase  II  study  using  vinblastine  infusion.  Patients 
with  extensive  epithelial  ovarian  tumors  with  measurable  disease 
are  eligible.  Patients  must  meet  other  criteria  as  outlined  in 
the  protocol .  The  Velban  will  be  administered  as  a  continuous 
5-day  infusion  once  every  three  weeks.  This  will  be  continued 
as  long  as  the  tumor  remains  stable  or  shrink.  Treatment  will 
be  discontinued  for  patient  refusal  of  further  treatment  or 
intolerable  toxicity.  Patients  will  be  stratified  according  to 
bilirubin,  SGOT,  and  alkaline  phosphotase  status. 


PROGRESS 

(82  10  -  83  09)  No  new  entries  in  FY  83.  One  patient  registered 
(FY  82)  with  stable  disease  for  two  months  and  later  expired. 
Patient  had  mild  nausea,  vomiting,  and  sev#re  neutropenia. 


STATUS:  (O) 


0 


299 


TITLE: 


SWOG  8040:  Evaluation  of  Combination  Chemotherapy  (FAM-S) 
vs  a  Phase  II  Drug  in  Pancreatic  Adenocarcinoma,  Phase  II 


PRINCIPAL  INVESTIGATOR: 
PROFESSIONAL  ASSISTANTS: 


COL  Friedrich  H.  Stutz,  MC 

LTC  Irwin  B.  Dabe,  MC 
MAJ  Lauren  K.  Colman,  MC 


WORK  UNIT:  81/84 


TECHNICAL  OBJECTIVES 

To  determine  the  response  rate  and  survival  in  patients  with 
advanced  pancreatic  adenocarcinoma  treated  with  5-FU,  Adriamycin, 
Mitomycin-C,  and  Streptozotoc i n  (FAM-S);  to  determine  further 
the  toxicity  of  the  FAM-S  regimen;  to  determine  the  activity  of 
a  Phase  II  drug  in  previously  untreated  patients  with  advanced 
adenocarcinoma  of  the  pancreas  by  determination  of  response 
rate  and  duration  of  response  and  survival;  to  determine  further 
the  toxicity  of  each  Phase  II  agent. 


METHOD 

Patients  with  histologically  confirmed  adenocarcinoma  of  the 
exocrine  pancreas  with  distant  metastasis  (liver,  peritoneum) 
and  those  with  localized  disease  not  amenable  to  curative  surgery 
or  radiotherapy  are  eligible.  All  patients  must  have  objectively 
measurable  disease  and  have  not  received  any  prior  chemotherapy 
or  radiation  therapy.  Patients  must  also  meet  other  criteria  as 
outlined  in  the  protocol.  Patients  will  be  stratified  according 
to  biopsy  only  performed  vs.  palliative  bypass  procedures  and 
performance  status.  Subsequently,  the  patient  will  be  randomized 
to  either  a  combination  chemotherapy  regimen  consisting  of  5-FU, 
adriamycin,  mitomycin,  and  streptozotocin  or  a  Phase  II  agent 
which  will  be  changed  periodically  when  sufficient  patients  are 
accumulated  on  one  arm.  If  the  patient  fails  or  has  a  response 
and  subsequently  has  increasing  disease,  a  cross-over  is  recom¬ 
mended.  Patients  on  FAM-S  will  cross  over  to  the  Phase  II  agent 
and  vice  versa.  Chemotherapy  will  continue  for  as  long  as  the 
disease  remains  stable  or  the  tumor  is  shrinking.  Progressive 
disease,  patient  refusal  of  further  treatment,  or  intolerable 
side  effects  are  criteria  for  discontinuation  of  the  protocol. 

PROGRESS 


(82  10  -  83  09)  One  patient  has  been  entered  (FY  83).  This 
patient  received  only  one  treatment  course  which  had  no  effect  on 
the  progression  of  her  disease.  She  refused  any  further  chemo¬ 
therapy  and  later  expired. 

STATUS:  (O) 


TITLE: 


SWOG  8  043  : 
Phase  II 


Evaluation  of  DHAD  in  Pancreatic  Adenocarcinoma, 


PRINCIPAL  INVESTIGATOR: 
PROFESSIONAL  ASSISTANTS 

WORK  UNIT:  81/86 


COL  Friedrich  H.  Stutz,  MC 

LTC  Irwin  B.  Da be,  MC 
MAJ  Lauren  K.  Colman,  MC 


TECHNICAL  OBJECTIVES 


To  determine  the  antitumor  activity  of  DHAD,  as  determined  by 
response  rate  and  duration  of  response,  used  in  a  single  dose 
schedule  every  three  weeks  in  patients  with  advanced  adeno¬ 
carcinoma  of  the  pancreas;  to  determine  additional  information 
concerning  the  nature  and  degree  of  toxicity  of  this  drug. 


METHOD 

This  protocol  is  an  adjunct  to  SWOG  8040.  In  this  protocol, 
MGBG  is  the  Phase  II  Agent  set  forth  in  the  master  protocol; 
therefore,  the  methods  of  the  protocol  will  be  the  same  as 
for  SWOG  80/40  . 


PROGRESS 

(82  10  -  83  09)  No  new  entries  in  FY  83.  One  patient  was 
entered  in  FY  82  with  stable  disease  for  five  months  while 
on  treatment.  Severe  neutropenia  was  noted  as  a  side  effect. 


STATUS:  (O) 


101 


TITLE : 


SWOG  8049:  Treatment  of  Resected,  Poor  Prognosis 
Malignant  Melanoma:  Stage  I:  Surgical  Excision  vs 
Surgical  Excision  +  Vitamin  A 


PRINCIPAL  INVESTIGATOR:  LTC  James  E.  Congdon,  MC 

PROFESSIONAL  ASSISTANTS:  COL  Friedrich  H.  Stutz,  MC 

LTC  Irwin  H.  Dabe ,  MC 
MAJ  Thomas  M.  Baker,  MC 
MAJ  Alfred  H.  Chan,  MC 
MAJ  Lauren  K.  Colman,  MC 
MAJ  Howard  Davidson,  MC 

WORK  UNIT  NO:  82/13 


TECHNICAL  OBJECTIVE 

To  determine  the  efficacy  of  surgical  excision  or  surgical 
excision  plus  vitamin  A  in  preventing  the  recurrence  of  high 
risk,  Stage  I  malignant  melanoma  by  determination  of  remission 
or  disease-free  interval;  to  determine  the  immunocompetence  of 
patients  with  malignant  melanoma  and  to  determine  the  influence 
of  vitamin  A  upon  that  immunocompetence. 


METHOD 

Patients  will  be  equally  randomized  between  the  two  treat,  ent 
arms:  vitamin  A  versus  no  further  treatment.  Patients  will  be 
stratified  by  depth  of  invasion,  sex,  and  type  of  surgery.  Those 
patients  randomized  to  receive  vitamin  A  will  receive  a  dose  of 
100,000  I.U.  daily.  Treatment  will  continue  for  18  months. 
Patients  who  receive  no  treatment  will  be  followed  until  relapse 
and  removal  from  the  study. 


PROGRESS 

(82  10  -  83  09)  No  new  entries  in  KY  83.  One  patient  entered 
study  the  study  in  EY  82.  At  present,  patient  is  in  complete 
remission  and  has  been  taken  off  the  study. 


STATUS:  (O) 


302 


TITLE:  SWOU  8051:  Evaluation  of  L-Alanosine  in  Acute  Leukemia, 

Phase  LI 

PRINCIPAL  INVESTIGATOR:  LTC  .lames  K.  Cmnjilim,  MC 

PROFESSIONAL  ASSISTANTS:  COL  Friedrich  H.  Stn'z,  MC 

LTC  Irwin  B.  Da  be,  MC 
MAJ  Thomas  M.  Baker,  MC 
MAJ  Alfred  H.  Chan,  MC 
MAJ  Lauren  K.  Caiman,  MC 
MAJ  Howard  Davidson,  MC 

WORK  UNIT  NO:  82/53 

TECHNICAL  OBJECTIVE 

To  determine  the  antitumor  activity  of  L-Alanosine  as  determined 
by  response  rate  and  duration  of  response  in  patients  with  acute 
leukemia  who  are  ineligible  for  higher  priority  studies  and  to 
determine  the  nature  and  degree  of  toxicity  of  this  drug. 


METHOD 

This  is  a  Phase  II  clinical  trial  of  a  new  chemotherapy  agent  and 
is  to  be  used  in  patients  with  acute  leukemia  who  have  not  respon  led 
to  the  standard  forms  of  treatment.  L-Alanosine  has  demonstrate!" 
moderate  activity  against  both  acute  lymphocytic  leukemia  cells  end 
acute  myelogenous  leukemia  blast  cells  in  cell  culture  work  as  well 
as  a  variety  of  laboratory  animals.  Tt  has  been  tested  in  Phase  1 
clinical  trials  in  human  beings  and  its  toxicities,  including 
temporary  myelosuppression,  temporary  nausea  and  vomiting,  and 
temporary  gastrointestinal  toxicity  consisting  mainly  of  stomatitis 
and  diarrhea,  us  well  as  a  rare  case  of  idiosyncratic  anaphylactoid 
reactions,  have  been  recognized.  The  patients  will  have  met  a 
number  of  performance  ami  laboratory  eligibility  criteria. 
L-Alanosine  will  be  administered  through  a  freely  running  IV  line 
as  a  continuous  infusion  for  5  consecutive  days.  Bone  marrow 
examinations  will  r»e  performed  at  weekly  intervals  and,  if  the 
done  marrow  blast  ount  remains  greater  than  50%  of  the  initial 
count  by  1  weeks,  a  second  course  will  be  given.  The  amount  of 
L-Alanosine  will  be  determined  by  the  patient's  body  surface  area. 


PROGRESS 

(82  10  -  Hi  04)  No  new  entries  in  FY  83.  One  patient  entered 

study  FY  82  w  1 1  fi  documented  disease  progression  aFter  two  cycles. 
Patient  died  of  acute  leukemi,.  relapse  two  month  ater  . 


TITLE:  SWOCi  8077;  Combined  Chemotherapy  and  Hormonal  Therapy 

for  Recurrent  or  Disseminated  ER+  Breast  Cancer,  PACT 
v s  ACT ,  Phase  1 1  . 

PRINCIPAL.  INVESTIGATOR:  LTC  James  E.  Conydon ,  MC 

PROCESS  IONAI.  ASS  I S  l’ A  NT’S  :  COL  Friedrich  H.  Stutz,  MC 

LTC  Irwin  B.  Dabe ,  MC 
MAJ  Thomas  M.  Baker,  MC 
MAJ  Alfred  H.  Chan,  MC 
MAJ  Lauren  K.  Colman,  MC 
MAJ  Howard  Davidson,  MC 

WORK  UNIT  NO:  82  M  4 


TECHNICAL  OBJECTIVE 

To  determine  the  response  rate  of  a  combined  chemo-hormonal 
program  in  ER+  patients  with  metastatic  breast  cancer;  to 
determine  if  the  addition  of  prednisone  will  greatly  increase 
the  response  rate  . 


METHOD 

If  regular  menstrual  periods  are  present,  oophorectomy  will  be 
done  fol Lowed  within  two  weeks  by  chemotherapy.  Twelve  treat¬ 
ments,  one  every  four  weeks,  with  adriamycin  and  cyclophosphamide 
wilL  be  given.  Half  of  the  subjects  will  also  receive  prednisone 
immediately  before  each  chemothe rapy  injection.  After  the  first 
12  treatments,  medication  will  be  adjusted  because  of  the  detri¬ 
mental  effects  of  adriamycin  when  given  for  longer  than  12  months, 
and  this  regimen  will  be  given  once  a  month  for  13  months.  Those 
patients  whose  ovaries  have  been  removed  will  receive  the  same 
regimens  with  the  addition  of  tamoxifen  throughout  the  study. 


PROGRESS 

(81  11  -  83  )R)  No  patients  registered  on  study  at  MAMC  . 


Sl'AT'iS:  (P 


304 


TITLE:  SWOG  8092  :  Use  or  Human  rumor  (’Ion  i  ng  System  t  >  Seleei 

Chemotherapy  for  Patients  with  Ovinan  Cancer  Retract  >ry 
to  Primary  Therapy 

PRINCIPAL  INVESTIGATOR:  COL  Friedrich  H.  Stutz,  MC 

PROFESSIONAL  ASSISTANTS:  COL  Roger  4.  Lee,  MC 

LTC  Irwin  B.  Dabe,  MC 

WORK  LIN  IT  NO:  81/87 


TECHNICAL  OBJECTIVES 


To  utilize  the  human  tumor  cloning  assay  to  select  single  agent 
chemotherapy  tor  patients  with  epithelial-type  ovarian  cancer, 
refractory  to  standard  therapy;  to  determine  if  the  human  tumor 
cloning  system  can  be  utilized  to  select  the  therapy  of  individual 
patients  in  a  cooperative  group  setting. 


METHOD 

Patients  with  a  pathologic  diagnosis  of  ep  i  t  he  l  i  a  1  -  f  y  pe  nvircm 
cancer  in  pleural  or  peritoneal  fluid  or  with  solid  turner  u-.. 
eligible  to  have  specimens  sent  to  tumor  cloning  laborator ies . 

These  specimens  will  be  cultured  and  incubated  with  ant l noop  1  a st  i .  • 
agents  to  determine  their  sensitivity  to  these  chemot he r  ipeu t  i c 
agents.  In  ovarian  cancer  resistant  to  standard  treatment,  treat¬ 
ment  recommendations  will  be  made.  All  these  patients  should  have 
measurable  disease.  Other  tumor  specimens  will  be  tested;  however, 
no  treatment  recommendations  will  be  made  in  these  instances, 
especially  when  the  patient  was  previously  untreated  with  chemo¬ 
therapy.  This  is  an  ancillary  study  and  involves  treatment  only 
in  patients  with  epithelial  type  ovarian  cancer.  This  treitment 
continues  for  as  long  as  the  patient  responds,  tolerates  the 
treatment,  and  continues  to  accept  the  investigational  *■  rent  merit  . 


PROGRESS 

(  82  10  -  8  3  09)  No  new  entries  at  MAMC  in  FY  81.  Two  pat  lent  s 
entered;  one  in  FY  81,  the  other  in  FY  82.  There  was  no  growth 
from  either  patient's  tumor.  Both  patients  have  expired  since 
that  time. 


STATUS:  (O) 


TITLE:  SWOG  8106:  Evaluation  ot  A ZQ  (Carbainic  Acid)  in  Central 

Nervous  System  Tumors,  Phase  li 

PRINCIPAl  INVESTIGATOR:  LTC  James  F.  .  Congdon,  MC 

PROFESSIONAL  ASSISTANTS:  COL  Friedrich  H.  Stutz,  MC 

LTC  Irwin  B.  f)abe,  MC 
MAJ  Thomas  M.  Baker,  MC 
MAJ  Alfred  H.  Chan,  MC 
MAJ  Lauren  K.  Colman,  MC 
MAJ  Howard  Davidson,  MC 

WORK  UNIT  NO;  82  '38 


TECHNICAL  OBJECTIVE 

To  determine  the  efficacy  of  AZQ  given  by  intermittent  bolus 
schedule  in  malignant  gliomas  by  evaluation  of  response  rate, 
duration,  and  survival;  to  determine  the  qualitative  and  quan¬ 
titative  toxicities  of  Adi,)  given  by  this  schedule  in  a  Phase  II 
sett ing  . 


METHOD 

This  is  a  Phase  II  clinical  trial  of  Azir idinylbenzoquinone  (AZQ) 
in  patients  with  malignant,  primary  brain  tumors  who  have  not 
completely  responded  to  surgery  and/or  radiation  therapy,  AZQ 
has  demonstrated  considerable  effectiveness  in  controlling  primary 
brain  neoplasms  in  a  variety  of  laboratory  animals.  The  drug  has 
been  tested  in  Phase  I  trials  in  humans,  and  its  toxicities, 
including  temporary  marrow  suppression,  nausea,  emesis,  alopecia, 
and  stomatitis  have  been  recognized.  All  patients  in  this  study 
will  have  met  a  number  of  performance  and  laboratory  eligibility 
criteria  as  listed  in  the  protocol.  AZQ  will  be  administered 
through  the  side  tubing  of  a  freely  flowing  IV  line  in  an  amount 
determined  by  the  patient's  body  surface  area.  The  treatments 
will  be  repeated  at  three  week  intervals,  unless  unusual  toxicities 
are  encountered,  for  a  minimum  of  two  courses  or  until  objective 
evidence  of  disease  progression  is  ascertained. 


PROGRESS 

(82  03  -  83  09)  No  patients  registered  at  MAMC . 


STATUS:  (T) 
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Howard  Davidson,  MC 
Timothy  J  .  O '  R  arc-,  M< 


I'ECHN  I  CAL  OBJ  PC  I  I  VP 

To  determine  the1  effectiveness  of  cranial  irradiation  given 
° 1 e c t ively  in  disseminated  melanoma  patients  with  lung  and/or 
liver  metastasis  to  prevent  or  delay  the  clinical  appearance  of 
drain  metastasis  and  to  determine  the  efficacy  of  high  intermit¬ 
tent  doses  of  cis-platinum  with  the  use  of  IV  hydration  and 
mannitol  diuresis  in  patients  with  advanced  malignant  melanoma 
refractory  to  higher  priority  protocols. 


METHOD 

This  protocol  employs  some  of  the  newer  kinetic  concepts  of 
chemotherapy  and  radiation  therapy.  Patients  will  be  randomized 
to  receive  3000  rads  of  prophylactic  whole  brain  radiation  therapy 
versus  close  observation  tor  the  development  of  brain  metastasis. 
Second  randomization  will  be  to  one  of  three  chemotherapy  arms: 

ARM  1  -  DTIC  and  Actinomyein  L) . 

ARM  2  -  Cis-platinum,  Velban  and  Bleomycin 
ARM  3  -  Cis-platinum 

All  chemotherapy  agents  will  be  given  intravenously  once  every 
three  weeks.  Should  there  be  objective  evidence  of  disease 
progression  during  the  course  of  the  study,  the  patient  will  be 
crossed  over  to  a  treatment  arm  composed  of  drugs  not  used  in 
tne  first  treatment  arm. 


PROGRESS 


(82  10  -  83  09)  No  entries  at  MAMC  . 


STATUS:  (O) 


307 


TITLE:  SWOG  8112:  Combination  Chemotherapy  ot  Untavorable 

Histology  Non-Hodgkin's  Lymphoma  with  CHOP  and  CVB , 

Phase  Ill 

PRINCIPAL  INVESTIGATOR:  LTC  James  K  .  Congdon  ,  MC 

PROFESSIONAL  ASSISTANTS:  COL  Friedrich  H.  Stutz,  MC 

LTC  Irwin  B.  Dane,  MC 
MAJ  Thomas  M.  Maker,  MC 
MAJ  Allred  II.  Chan,  MC 
MAJ  Lauren  K.  Colman,  MC 
MAJ  Howard  Davidson,  MC 

WORK  UNIT  NO:  8  2/59 

TECHNICAL  OBJECT1VK 

To  yain  experience  with  a  treatment  program  utilizing  a  combination 
of  two  non-cross-resistant  drug  regimens  in  the  treatment  of 
"poor  prognosis"  lymphomas;  to  determine  an  approximate  complete 
remission  rate  to  the  Cyclophosphamide ,  Adriamycin,  Vincristine, 
and  Prednisone  ( CHOP ) /C i s-pl a t i num  ,  V i nb 1 ast i ne ,  and  Bleomycin 
(CVB)  treatment  program  prior  to  initiating  a  group  wide  Phase  III 
study  utilizing  this  program. 


METHOD 

Patients  will  initially  receive  1  cycles  of  CHOP  chemotherapy, 
which  is  the  standard  treatment  for  poor  prognosis  lymphoma.  In 
addition,  he  will  receive  a  small  injection  of  intrathecal  Metho¬ 
trexate  at  the  start  of  each  new  CHOP  -eg  i  men  .  All.  of  these  drugs 
have  been  used  extensively  in  lymphoma  patients  and  their  response 
rates  and  various  toxi cities  are  well  known.  All  patients  will 
have  met  a  number  of  performance  and  laboratory  eligibility  cri¬ 
teria  as  outlined  in  the  protocol.  Most  of  these  chemotherapy 
agents  will  be  administered  through  the  side  tubing  of  a  freely 
flowing  IV  line  in  an  amount  to  be  determined  by  the  patient's 
body  surface  area.  One  agent,  Prednisone,  will  be  given  by  mouth 
daily  for  5  days  at  the  start  of  each  CHOP  treatment  regimen  and 
one  final  agent,  Methotrexate,  will  be  given  directly  into  the 
spinal  column  via  spinal  tap.  All  patients  will  receive  a  minimum 
of  b  cycles  of  combination,  cross-over  type  chemotherapy  which  will 
be  given  every  3  weeks  unless  unusual  toxicities  are  encountered. 


PROGRESS 

(82  bb  -  81  09)  No  patients  registered  on  the  protocol  at  MAMC . 
Group-wide  treatment,  with  CHOP  x  1  cycles,  then  CVB  x  3,  then 
CHOP  x  3  was  act  ive  and  tolerable  . 

STATUS:  (C) 


108 


I'  I  l’l.K  :  S.vtH'.  8  1  In:  Kvaiuit  ion  <>}  it  j  • .  mt  rene  Hydrochloride  in 
Rft  t  ictory  Lymphoma  ,  Phase  II 

PRINCIPAL  I  NVKST  l  GATOR :  !,TC  James  K.  Con  gdon  ,  MC 

PROFESSIONAL  ASS  i  S  PANTS  :  COL  Friedrich  H.  St.ot  ,  MO 

LTC  Irwin  H.  !)abe,  MC 
MAJ  Thomas  M.  Baker,  MC 
MAC  Alfred  H.  Chan,  mo 
MAJ  Lauron  K.  Col man,  MC 
MAJ  Howard  Davidson,  MC 

WORK  UNIT  NO:  82/48 


TECHNICAL  OBJECTIVE 


To  determine  tin.-  response  raft’  and  response  duration  of  malignant 
lympnoma  treated  with  Oisantrene  hydrochloride  used  in  a  single 
dos- ,  every- three- week  schedule;  to  define  the  qualitative  and 
guant  i tat ive  toxicifies  of  oisantrene  administered  in  a  Phase  II 
s  t  u  1  y  . 


ME  1 'HOD 

Tiiis  is  a  Phase  II  clinical  trial  of  a  new  chemotherapy  agent, 
oisantrene  hydrochloride  used  in  patients  with  malignant  lymphomas 
f  the  Hodgkin’s  and  non-Hodgkin’s  varieties  that  have  not 
responded  to  standard  treatment  modalities.  The  drug  has  demon¬ 
strated  some  effectiveness  in  controlling  lymphomas  in  a  variety 
>f  laboratory  animals.  It  has  been  tested  in  Phase  I  trials  in 
humans,  and  its  toxicities,  including  temporary  bone  marrow 
suppression,  nausea,  emesis,  alopecia,  transient  hypotension, 
and  pain  at  the  injection  site  have  been  recognized.  All  patients 
in  this  study  will  have  met  a  number  of  performance  and  laboratory 
eligibility  criteria  as  listed  in  the  protocol.  Bisantrene 
hydrochloride  will  be  administered  through  the  side  tubing  of 
a  freely  flowing  IV  line  in  an  amount  determined  by  the  patient's 
body  surface  area.  The  treatments  wiLl  be  repeated  at  three 
week  intervals,  unless  unusual  toxicities  are  encountered,  for  a 
minimum  of  two  courses  or  until  objective  evidence  of  disease 
progression  is  ascertained. 


PROGRESS 

(82  05  -  8J  09)  No  patients  registered  on  the  protocol  at  MAMC  . 
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STATUS:  (O) 
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WORK  UNIT  NO:  82/49 


TECHNICAL  OBJECTIVE 


To  determine  the  response  rate  and  response  duration  o£ 
ovarian  cancer  treated  with  bisantrene  hydrochloride  used  in  a 
single  dose,  every-three-week  schedule;  to  define  the  qualitative 
and  quantitative  toxicities  of  bisantrene  administered  in  a 
Phase  II  study. 


MKT HOD 

This  is  a  Phase  II  clinical  trial  evaluating  a  new  chemotherapy 
agent,  bisantrene  hydrochloride,  in  the  treatment  of  refractory 
ovarian  carcinoma.  Bisantrene  is  one  of  a  series  of  new  synthetic 
anticancer  drugs  in  the  hydrazone  class  which  have  demonstrated 
some  in  vitro  activity  in  cell  culture  work  against  ovarian 
carcinoma  as  well  as  some  in  vivo  efficacy  in  human  volunteers. 

The  clinical  toxicities  have  been  delineated  in  Phase  I  trials 
and  include  transient  myelo  suppression,  nausea,  emesis,  transient 
alopecia,  transient  mild  hypotension,  and  local  superficial 
ulceration  of  the  skin  with  extravasat ion  of  the  druy  at  the  IV 
site.  The  exact  dosage  of  bisantrene  that  the  patient  will  receive 
depends  on  several  factors  including  the  patient's  height,  body 
weight,  and  performance  standards  on  several  laboratory  tests 
which  evaluate  bone  marrow,  hepatic,  and  renal  function.  The 
drug  will  be  administered,  dissolved  in  500  cc  of  dextrose  in 
water  solution,  through  a  freely  flowing  IV  line  over  two  hours. 
Unless  unusual  toxicities  are  encountered,  the  treatments  will 
be  repeated  at  three  week  intervals,  for  a  minimum  of  two  cycles 
or  until  objective  evidence  of  disease  progression  is  ascertained. 


PROGRKSS 


(82  10  -  83  09)  One  patient  was  entered  but  not  started  on  the 
drug  because  of  rapidly  worsening  complications  of  disease. 

STATUS:  (O) 
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Friedrich  H.  Stutz,  MC 
Irwin  B.  Dabe,  MC 
Thomas  M.  Baker,  MC 
•M  f  red  H  .  Chan  ,  MC 
Lauren  K.  Colman,  MC 
Howard  Davidson,  MC 


TECHNICAL  OBJECTIVE 


!' >  determine  t  he  response  rate  and  response  duration  of  malignant 
m>  1  auoina  treated  with  bisantrene  hydrochloride  used  in  a  single 
fe-e,  every-t hree-week  schedule;  to  define  the  qualitative  and 
quantitative  toxieities  of  bisantrene  administered  in  a  Phase  II 

s» udy  . 


METHOD 

This  is  a  Phase  II  clinical  trial  evaluating  a  new  chemotherapy 
agent,  bisantrene  hydrochloride,  in  the  treatment  of  malignant 
melanoma  which  has  become  refractory  to  standard  treatment 
modalities.  This  drug  has  demonstrated  some  effectiveness  in 
controlling  malignant  melanoma  neoplasms  in  cell  cultures  and  in 
a  variety  of  laboratory  animals.  The  drug  has  been  tested  in 
Phase  I  clinical  trials  in  human  beings  and  its  toxieities, 
including  temporary  bone  marrow  suppression,  nausea,  (  esis, 
alopecia,  mild  hypotension,  and  pain  at  the  injection  site,  have 
been  recognized.  All  patients  entered  into  the  study  will  have 
met  a  number  of  performance  and  laboratory  eligibility  criteria 
as  outlined  in  the  protocol.  Bisantrene  hydrochol r ide  will  be 
administered  through  the  side  tubing  of  a  freely  flowing  IV  line 
in  an  amount  determined  by  the  patient's  body  surface  area. 

Unless  unusual  toxieities  are  encountered,  the  treatments  will 
be  repeated  at  three  week  intervals,  tor  a  minimum  of  two  cycles 
or  until  objective  evidence  of  disease  progression  is  ascertained. 


PROGRESS 


(82  05  -  83  09)  No  patients  registered  on  the  protocol  at  MAMC  . 


STATUS;  (O) 
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WORK  UNIT  NO:  8 2  •  1 1 


TECHN I CAL  OH J ECTIVF, 

To  determine  the  response  rate  and  response  duration  of  hepatomas 
treated  with  bisantrene  hydrochloride  used  in  a  single  dose, 
e ve ry-three-week  schedule;  to  define  the  qualitative  and  quant i- 
tative  toxicities  of  bisantrene  administered  in  a  Phase  II  study. 


METHOD 

This  is  a  Phase  II  clinical  trial  evaluating  a  new  chemotherapy 
agent,  bisantrene  hydrochloride,  in  the  treatment  of  malignant 
primary  carcinoma  of  the  liver.  The  patients  will  have  all  failed 
on  prior  standard  treatments  including  surgery,  radiation  therapy, 
and  chemotherapy.  This  drug  has  demonstrated  some  effectiveness 
in  controlling  primary  liver  cancer  in  a  variety  of  laboratory 
animals.  The  drug  has  been  tested  in  Phase  I  clinical  trials 
in  human  beings  and  its  toxicities,  including  temporary  nausea, 
emesis,  alopecia,  transient  mild  hypotension,  transient  mild 
mye losuppre ss ion ,  and  localized  pain  at  the  injection  site,  have 
been  recognized.  AL1  patients  entered  into  the  study  will  have 
met  a  number  of  performance  and  laboratory  eligibility  criteria 
as  outlined  in  the  protocol.  Bisantrene  hydrochol r i de  will  be 
administered  through  the  side  tubing  of  a  freely  flowing  IV  line 
in  an  amount  determined  by  the  patient's  body  surface  area. 

Unless  unusual  toxicities  are  encountered,  the  treatments  will 
be  repeated  at  three  week  intervals,  for  a  minimum  of  two  cycles 
or  until  objective  evidence  of  disease  progression  is  ascertained. 


PROGRESS 


(82  05  -  83  09  )  No  patients  registered  on  the  protocol  at  MAMC  . 


STATUS : 


(O) 


TITLE:  SWO(;  8120:  Evaluation  of  Bisantrene  Hydrochloride  in 

Gastric  Carcinoma,  Phase  II 

PRINCIPAL  INVESTIGATOR:  LTC  dames  E.  Congdon ,  MC 

PROFESSIONAL  ASSISTANTS:  COL  Friedrich  H.  Stutz,  MC 

LTC  Irwin  B.  DaDe,  MC 
MAJ  Thomas  M.  Baker,  MC 
MAJ  Alfred  H.  Chan,  MC 
MAJ  Lauren  K.  Colman,  MC 
MAJ  Howard  Davidson,  MC 

WORK  UNIT  NO:  82/52 

TECHNICAL  OBJECTIVE 

To  determine  the  response  rate,  response  duration,  and  survival 
of  gastric  carcinoma  treated  with  bisantrene  hydrochloride  used 
in  a  single  dose,  every -three-week  schedule;  to  define  the  qaul- 
itative  and  quantitative  toxicities  of  bisantrene  administered 

METHOD 

This  is  a  Phase  II  clinical  trial  evaluating  a  new  chemotherapy 
r-gsnt,  bisantrene  hydrochloride,  in  the  treatment  of  malignant 
primary  gastric  carcinoma.  The  patients  will  have  all  failed 
on  prior  standard  treatments  including  surgery  and  standard 
chemotherapy  agents.  This  drug  has  demonstrated  some  effective¬ 
ness  in  controlling  the  growth  of  primary  gastric  carcinomas  in 
cell  culture  work  and  moderate  effectiveness  in  several  laboratory 
animals.  The  drug  has  been  tested  in  Phase  I  clinical  trials  in 
human  beings  and  its  toxicities,  including  temporary  nausea, 
emesis,  alopecia,  transient  mild  hypotension,  transient  mild 
myelosuppression ,  and  localized  pain  at  the  injection  site,  have 
been  recognized.  All  patients  entered  into  the  study  will  have 
met  a  number  of  performance  and  laboratory  eligibility  criteria 
as  outlined  in  the  protocol.  Bisantrene  hydrochol r ide  will  be 
administered  through  the  side  tubing  of  a  freely  flowing  IV  line 
in  an  amount  determined  by  the  patient’s  body  surface  area  as 
well  as  the  patient's  overall  performance  status.  Unless  unusual 
toxicities  are  encountered,  the  treatments  will  be  repeated  at 
three  week  intervals,  for  a  minimum  of  two  cycles  or  until 
objective  evidence  of  disease  progression  is  ascertained. 

PROGRESS 

(82  10  -  83  09)  One  patient  was  entered  in  FY  83.  The  patient 
had  nausea  and  vomiting  after  each  of  three  courses.  The 
nausea  and  vomiting  were  severe  enough  after  the  second  course  to 
admit  the  patient  for  hydration  and  parenteral  anti-emetic  regimen. 
It  is  too  early  to  draw  any  conclusions  regarding  this  regimen. 


STATUS :  (O) 


TITLE : 


SWOG  8203/04 : 
M  itoxaii  t  rone  , 
Breast  Cancer 
Chemotherapy  , 


Randomized  Comparison  ol:  Adriamycin, 
and  Bisantrene  in  patients  with  Metastatic 
Not  Prev iously  Exposed  to  Intercalating 
Phase  l  I  I 


PRINCIPAL  INVESTIGATOR: 
PROFESSIONAL  ASSISTANTS: 


LTC  James  E.  Conydon ,  MC 

COL  Friedrich  H.  stutz,  M(' 
LTC  Irwin  B.  Da be ,  MC 
MA.J  Thomas  M.  Baker,  MC 
MAJ  Alfred  H.  Chan,  MC 
MAJ  Howard  Davidson,  MC 
MAJ  Timothy  J.  O’Rourke,  MC 


WORK  UNIT  NO:  83/13 


TECHNICAL  OBJECTIVES 


To  determine  the  comparative  response  rate,  duration  of  response, 
and  survival  of  equ imye losuppress i ve  doses  of  Adriamycin,  Mitoxan- 
trone,  and  Bisantrene  as  single  agents  in  breast  cancer  patients, 
not  previously  exposed  to  an  intercalating  agent  ,  using  a  single 
dose,  every-three-week  schedule;  to  determine  the  salvage  response 
rate  of  these  agents  in  breast  cancer  patients  failing  one  of  these 
three  agents;  to  assess  the  card iotoxicity  of  these  agents  as 
determined  by  history,  physical  examination,  and  measurement  of 
the  left  ventricular  ejection  fraction;  to  compare  the  relative 
noncardiac  toxicities  of  these  agents;  to  prospectively  evaluate 
the  ‘  r  effects  of  these  drugs  in  the  cloning  assay  and 

correlate  them  with  ‘  «  •?'»■-)  activity  in  those  patients  with 
biopsiable  disease;  and  to  measure  the  peak  plasma  levels  of 
each  drug  and  correlate  the  levels  with  response  and  toxicity. 

METHOD 


Patients  will  be  randomized  to  receive  equivalent  doses  of  eithe*' 
Adriamycin,  Metoxantrone  or  Bisantrene  intravenously  once  every 
3  weeks  as  an  out  patient.  The  medicine  will  be  continued  until 
evidence  of  disease  progression  is  noted  or  until  maximum  allowed 
dose  of  Adriamycin  is  achieved.  Frequent  studies  including  blood 
tests,  x-rays  and  nuclear  medicine  scans  will  be  performed  on  these 
patients  in  order  to  determine  response  to  the  treatment  and  spot 
early  toxicities.  At  the  first  sign  ot  documented  disease  pro¬ 
gression,  the  patient  will  be  re-randomized  to  receive  one  of 
the  two  other  agents. 


PROGRESS 


(82  1  1  -  8  1  09)  Two  patients  have  been  entered  on  the  protocol  . 

The  patient  who  received  Bisantrene  had  immediate  local  erythema 
with  first  course  given  via  peripher  il  vein.  She  has  also  had 
leukopen i a  . 


STATUS:  (O) 


TITLE : 


SWOG  8206:  Evaluations  of  Ac 1 ac 1 nomyc i n  A  in  Colorectal 
Carcinoma,  Phase  II 


PRINCIPAL  INVESTIGATOR: 
PROFESSIONAL  ASSISTANTS: 


WORK  UNIT  NO:  82/70 


LTC  James  E.  Congdon ,  MC 

COL  Friedrich  H.  St.utz,  MC 
LTC  Irwin  R.  Da be ,  MC 
MAJ  Thomas  M.  Raker,  MC 
MAJ  Alfred  H.  Chan,  MC 
MAJ  Howard  Davidson,  MC 
MAJ  Timothy  J.  O'Rourke,  MC 


TECHNICAL  ORJECTIVE 


To  determine  the  antitumor  activity  of  ac 1 ac 1 nomyc 1 n  A  in 
previously  untreated  patients  with  colorectal  carcinoma  by 
determination  of  the  response  rate  and  remission  duration  of  two 
dosage  schedules:  a  single  dose,  e ve ry- three-wee k  schedule  and  a 
weekly  dosage  schedule  for  four  weeks  out  of  six;  and  to  further 
define  the  qualitative  and  quantitative  toxicities  of  this  drug 
for  each  of  the  two  dosage  schedules  in  a  phase  11  study. 


METHOD 

This  is  a  phase  II  study  designed  to  determine  the  efficacy  of 
a  new  agent,  ac 1 ac i nomyc i n  A,  in  the  treatment  of  disseminated 
or  recurrent  colon  carcinoma.  Ac  1 ac i nomyc i n  A  is  in  the 
anthracycl  ine  derivative  class  of  chemotherapeutic  agents. 

It  has  seen  limited  in  vitro  and  in  vivo  trials  but  has  demon¬ 
strated  activity  in  a  number  of  hematologic  and  solid  tumors. 
Aclacinomyc in  A  will  be  given  by  TV  infusion  on  one  of  two 
treatment  schedules:  either  weekly  (65  mg/M^  )  for  four  weeks 
followed  by  a  two-week  rest  period  or  once  every  three  weeks 
(100  mg/M^  )  for  two  cycles.  At  the  end  of  the  initial  treat¬ 
ment  phase,  a  repeat  metastatic  evaluation  will  be  performed 
and,  if  there  is  evidence  of  rumor  response,  the  treatments  will 
continue.  Treatment  will  be  terminated  at  the  first  evidence  of 
tumor  progression  or  withdrawal  of  patient's  permission. 


PROGRESS 

(82  10  -  Hi  09)  No  responses  were  observed  in  the  five  patients 
at  MAMC  nor  any  of  the  80  patients  entered  group-wide.  Aclacino- 
mycin  A,  given  either  100  mg /M 2  once  every  three  weeks  or  as 
65  mg/M^  weekly  x  4  then  2  weeks  rest,  was  without  activity  in 
colorectal  carcinoma. 


STATUS:  (C) 


TITLE : 


SWOG  8207:  AZQ  in  Advanced  Renal  Cell  Carcinoma, 
Phase  I  I 


PRINCIPAL  INVESTIGATOR: 
PROFESSIONAL  ASSISTANTS : 


WORK  UNIT  NO:  82/71 


LTC  James  F.  .  C’ongdon,  MC 

COL  Friedrich  H.  Stutz,  MC 
LTC  Irwin  B.  Dabe ,  MC 
MAJ  Thomas  M.  Baker,  MC 
MAJ  Alfred  H.  Chan,  MC 
MAJ  Howard  Davidson,  MC 
MAJ  Timothy  J.  O'Rourke,  MC 


TECHNICAL  OBJECTIVE 


To  determine  the  response  rate  and  duration  of  response  in 
patients  with  advanced  renal  cell  carcinoma  treated  with  AZQ 
( aziridinylbenzoquinone )  used  in  a  single  dose,  every-three-weel; 
schedule;  and  to  define  the  qualitative  and  quantitative 
toxicities  of  AZQ  administered  in  a  phase  II  study. 


METHOD 

This  is  a  phase  II  study  designed  to  determine  the  efficacy  of  a 
new  agent,  AZQ,  in  the  treatment  of  advanced  renal  cell  carcinoma. 
It  has  shown  promising  in  vitro  and  in  vivo  efficacy  in  a  number 
of  adenocarcinomas  including  renal  cell  carcinoma.  The  drug 
will  be  given  through  the  side  tubing  of  a  freely  running  IV 
every  3  weeks  (good  risk:  40  mg/M2  ,  poor  risk:  30  mg/M2  )  .  The 
treatments  will  be  continued  on  a  3-week  basis  as  long  as  there 
is  objective  evidence  of  disease  stabilization  or  regressions. 
Treatment  will  be  terminated  if  unacceptable  side  effects  develop 
or  if  there  is  objective  evidence  of  disease  progression. 


PROGRESS 


(82  09  -  83  09)  No  patients  registered  at  MAMC  .  In  other 
institutions  severe  granulocytopenia  and  I l f e-threaten i ng 
thrombocytopenia  were  observed.  This  protocol  was  tempo¬ 
rarily  closed  and  then  reopened  in  an  amended  form  because 
of  these  complications. 


STATUS:  (O) 
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WORK  UNIT  NO.  83/43 


TECH  N  I  C  A I .  OBJECT  I  VES 

To  test  the  response  rate  of  c  i  s-d  i  amm  i  ned  i  ch  1  or  op  1  a  t  i  num  (DDP) 
in  patients  with  disseminated  and  measurable  adenocarcinoma  of 
the  stomach  who  are  previously  untreated,  and  to  test  the  response 
rate  of  DDP  in  patients  with  disseminated  adenocarcinoma  of  the 
stomach  who  have  previously  been  treated  with  5-f 1 uorourac i l , 
Adriamycin,  and  mitomycin-C  (5-FAM)  chemotherapy. 


METHOD 

Patients  will  be  admitted  to  the  hospital  on  a  once  every  three 
weeks  basis  for  overnight  chemotherapy  infusion.  DDP  will  be 
given  in  a  dose  based  on  the  patient's  body  height  and  weight. 
Treatment  will  continue  on  a  once  every  three  weeks  basis  for 
a  minimum  of  one  year  or  until  evidence  of  objective  disease 
progression  has  been  determined. 


PROGRESS 

(83  03  -  83  09)  No  patients  entered  at  MAMC  . 


STATUS:  (O) 
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1  I  n.K  : 


SaoG  r(  2  1  a  :  Comparison  of  Combination  Chemotherapy  with 
VP- 16  and  C i s- Pi  at  i num  vs  HCNU,  Thiotepa,  Vincristine, 
tnd  Cycl  ophospham  i  de  in  Pat  tents  with  Sinai  L  Cel  1 
Carcinoma  >t  the  Lung  Who  Have  Failed  or  Relapsed  Primary 
Chemotherapy,  Phase  1 1 1 


PRINCIPAL  I  NVKSTIGAI'OR; 
PRO  FUSS  Is  >  N  A I  ASS  I  S  CAN  CS  : 


WORK  UNIT  NO:  8  3/67 


MAJ 

Thomas  M. 

Baker,  MC 

COL 

Fr iedr l ch 

H.  Stutz, 

MC 

LTC 

J  ame s  E  . 

Conydon,  MC 

LTC 

Irwin  B  . 

Da be,  MC 

MAJ 

Al  f red  H  . 

Chan,  MC 

MAJ 

Howard  Davidson,  MC 

MAJ 

Manue  1  .1  . 

Martinez, 

MC 

MAJ 

Timothy  J 

.  o * Rour ke , 

MC 

TECHNICAL  OBJECTIVES 


To  comfirm  the  efficacy  of  comDination  VP-16-213  (VP-16)  and  Cis- 
d i ammi ned ich loropt i num  ( C i s-p 1  a t  i  num  )  in  the  treatment  of  patients 
with  small  cell  carcinoma  of  the  lung  who  have  failed  or  relapsed 
on  firstline  treatment  protocols;  and  through  a  randomized  trial, 
to  compare  the  remission  rate,  duration  of  remission  and  toxicity 
between  the  comDination  of  VP-16  plus  Cis-platinum  and  the  combi¬ 
nation  of  b  i  s-ch  1  oroe  t  hy  1  n  i  t  rosou  rea  (BCN1J),  tr  iet.hylenethiophos- 
phoramide  (Thiotepa),  Vincristine  (Oncovin),  and  Cyclophosphamide 
(Cytoxan)  in  the  same  group  of  patients. 

METHOD 

Patients  will  be  randomized  to  either  one  of  two  treatments. 

Arm  I  (BCNLJ,  Thiotepa,  Vincristine,  and  Cyclophosphamide):  Both 
good  and  poor  risk  patients  will  receive  Vincristine,  2  mg, 
Thiotepa,  20  my/M2 ,  Cyclophosphamide,  500  my/M2 ,  and  HCNU,  100 
my/M2,  iv  on  days  l,  21,  and  42.  This  therapy  will  be  repeated 
every  three  weeks  unti  progresion  of  disease  occurs. 

Arm  II  (VP- 16  and  C i s- Pi  at i num )  :  Good  risk  patients  will  receive 
VP-16,  125  my/M2  ,  IV,  days  1  ,  3,  and  4  and  C l s- PI  at i num  75  mj  m2  , 
IV,  day  2.  For  Poor  risk  patients,  the  dosages  will  :>e  reduced 
to  100  myM2  and  50  my/M2.  Chemotherapy  with  VP- 1 6  and  cis-pla- 
tinum  wiLL  be  repented  every  tour  weeks  tint  il  pin  >y  t  e  s  i  on  rears. 


PROGRESS 

(83  07  ~  33  OR)  One  patient  was  entered  and  expired  after  several 
wee k s  of  therapy. 

(o) 
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SI  A  ms  : 


TITLE:  KWOG  8217:  Evaluation  of  Spir  Kjermanium  (NSC-  192965)  in 

Ademoca rc i noma  ot  the  Prostate,  Phase  II 

PRINCIPAL  INVESTIGATOR:  LTC  James  E  .  Conydon,  MC 

PROFESSIONAL  ASSISTANTS:  COL  Friedrich  H.  Stutz,  MC 

LTC  Irwin  B.  Dabe  ,  MC 
MAJ  Thomas  M.  Baker,  MC 
MAJ  Alfred  H.  Chan,  MC 
MAJ  Howard  Davidson,  MC 
MAJ  Timothy  J.  O'Rourke,  MC 

WORK  UNIT  #81/44 


TECHNICAL  OBJECTIVE 

To  determine  the  response  rate  and  remission  duration  of  adeno¬ 
carcinoma  ot  the  prostate  when  treated  with  Sp i roy e rma n i um  used 
as  a  60  minute  infusion  in  a  three  times  weekly  schedule,  and 
to  define  the  qualitative  and  quantitative  toxicities  of  Spiro- 
yermanium  administered  in  a  Phase  II  study. 


METHOD 

Patients  will  receive  a  dose  of  sp i roy e rman i um  based  upon  their 
body  height  and  weiyht,  yiven  IV  on  an  outpatient  basis,  three 
times  a  week.  This  treatment  reyimen  will  continue  for  a  period 
of  one  year,  until  unusual  side  effects  develop,  or  until  evidence 
of  objective  disease  proyression  is  noted. 


PROGRESS 

(81  02  -  HI  09)  one  patient  has  been  entered.  It  is  too 
early  to  make  conclusions. 


STATUS:  (O) 


rrrLt's 


SWGG  8223  -  Evaluation  of  Sp  i  roye  rma  n  i  um  (NSC-1  92965) 
in  Renal  Cell  Carcinoma,  Phase  II 


PRINCIPAL  INVESTIGATOR: 
PROFESSIONAL  ASSISTANTS: 


WORK  UNIT  NO:  83/54 


LTC  James  E  .  Congdon,  MC 

COL  Friedrich  H.  Stutz,  MC 
LTC  Irwin  B.  Dabe  ,  MC 
MAJ  Thomas  M.  Baker,  MC 
MAJ  Alfred  H.  Chan,  MC 
MAJ  Howard  Davidson,  MC 
MAJ  Timothy  J.  O'Rourke,  MC 


TECHNICAL  OBJECTIVES 

To  determine  the  response  rate  and  remission  of  renal  cell 
carcinoma  when  treated  with  sp i roge rman i um  used  as  a  60  minute 
infusion  in  a  three  times  weekly  schedule,  and  to  define  the 
qualitative  and  quant  i  t  at  i  toxicites  <>t  sp  i  roye  rman  i  um 
administered  in  a  Phase  I  I  study. 


METHOD 

Eligible  patients  will  be  treated  at  a  dose  ot  80  mq/M2,IV,  three 
times  a  week.  The  dosage  will  be  slowly  escalate!  with  weekly 
increments  of  10  m.j  m2  to  a  total  of  120  mg/M^  .  The  medicine 
will  be  continued  on  a  three  times  a  week  basis  until  there  is 
evidence  ot  complete  tumor  remission  or  objective  evidence  of 
d  i  sea  se  p r.  >g  re  s s  i  on  . 


PROGRESS 


(83  0  3  -  8  3  09i  No  patients  entered  at  MAMC  . 

STATUS:  (O) 
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lin.K:  Swum  H210:  evaluation  ot  C^mDiiH.'il  or  Sequent  lal 

(’ht'm. Kuti'  oriuo  Therapy  in  (he  T  ftMtniiMil.  of  Ad  v  uric 
;VK>ii!)iMicin>iin.i  ot  (.lie  Prostate,  Phase  II! 

PRINCIPAI  INvKSI  hl-VI'OR:  I.  IV  l  imes  K  .  conqdon,  MC 

PKoFKSS  loNAl  ASSISTANTS:  Cdl,  Friedrich  H.  Shut/.,  MC 

1,  IV  1  rw  in  H  .  babe  ,  MC 
MAH  Thomas  M.  Baker,  MC 
MAT  Allred  H.  Chan,  MC 
MAC  Howard  Davidson,  MC 
MAH  Timothy  .!  .  o' Roar  -so  ,  MC 
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q  endocrine  tnerapy 


t  '1  lowed  at  tne  t  une  d  pto  |i  ession  by  cytot  ox  i  c  ohem.  'therapy 
(Airiamycin  and  eye  lophosphamide  )  versus  the  comb  i  na  t.  l  on  ;  t 
endocrine  therapy  and  etiemot  herapy  in  the  t.  r*  ■  a  t.  me  n  t  ij 
adenoc  are  i  n>  >n  t  >t  the  prost  ite  ;>y  det  .-rmi  n  o  i  •  n  >d  ;  he 
rate,  response  tur.it  ion,  and  dural  ion  >t  surv  i  val  . 


MKTHOD 


Patients  will  be  strat.it  led  as  to  the  type  ot  etuioori 
(  -reh  iectomy  or  d  i  et  hy  L  st  i  1  best  ro  1  (  DKs)  1,  perl  jrrnam* 

ind  jood  risk  or  poor  risk.  Patients  will  :>*•  nim.nni 
either  Arm  [  (endocrine  therapy  toll  wd  at  t  tie  t  i  me  o 
by  chemotherapy  with  eye  1  ophospham  i  d<  md  Adri/nyeini 
(endocrine  t  her  apy  combined  with  eye  1  <  >phospham  l  md 
be  j  i  nn  l  n  j  two  weeks  alter  the  orcli  iect  omy  or  the  nut 
DKS  .  Hndocr  i  ne  tnerapy  tor  noth  arms  will  consist  >t 
orchiectomy  or,  it  the  pat  iont  nH  uses  surqery,  aieth 

1  ’iq  po  t  .  i  .d  .  mood  risk  pat  ients  on  both  arms  will 
idriamycin,  it)  mq/M^,  IV,  day  1,  and  cyclophosphade  , 
IV,  day  1 .  Poor  risk  patients  will  receive  adriamyci 
and  cyclophosphamide  ‘>00  mq  'M  .  Courses  will  be  repe 

2  1  days  .  A  minimum  of  two  cycles  will  be  considered 
t  -  i  a  1  .  When  a  tot  al  ot  (Oh  mq/'M'-  a  iriamycin  in  ;ood 
20D  mq'M“  in  poor  risk  patients  has  lx  en  qiven,  it  wi 
continued  and  eye  1 ophospham i do  will  be  qiven  alone  at 
1000  rnq/M^  ( qood  risk)  or  H'u)  mq/My  (poor  risk)  every 
Cyc l ophospham i de  will  be  di scout  i ned  in  pat  lent  s  who 
complete  or  partial  remission  or  who  have  st  ible  d i se 
>ne  year  ot  chemotherapy .  Pat  ients  with  proqre«sive 

after  the  sequential  or  combined  chemo-endoer  i  ne  t  her' 
treated  on  another  protocol . 
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(Hi  04  -  HI  001  \o  entries  at  MAMC. 


.  1  A  I  t'S  : 


TITLE:  SWOG  8228  -  Correlation  Between  Progesterone  Receptor  and 

Response  to  Tamoxifen  in  Patients  with  Newly  Diagnosed 
Breast  Disease,  Phase  II 


PRINCIPAL  INVESTIGATOR: 
PROFESSIONAL  ASSISTANTS: 


WORK  UNIT  NO:  83/55 


L'L'C  James  K.  Cony don,  MC 

COL  Friedrich  H.  Stutz,  MC 
LTC  Irwin  B.  iJabe,  MC 
MAJ  Thomas  M.  Baker,  MC 
MAJ  Alfred  H,  Chan,  MC 
MAJ  Howard  Davidson,  MC 
MAJ  Timothy  J.  O'Rourke,  M( 


TECHNICAL  OBJECTIVE 

To  determine  the  prognostic  role  of  proyestrone  receptor  in 
patients  with  newly  diagnosed  metastatic  breast  disease  by 
correlating  progesterone  receptor  levels  with  objective  response 
rates  in  women  treated  with  tamoxifen. 


METHOD 


ER+,  non-pregnant  female  patients  with  new  metastatic  breast 
carcinoma  are  eligible.  Pateints  who  have  received  prior  hor¬ 
monal  adjuvant  therapy  are  eligible  provided  that  they  have  not 
failed  during  therapy  and  the  therapy  has  been  stopped  for  at 
least  three  months.  Patients  with  adjuvant  chemotherapy  alone 
are  eligible.  Patients  with  massive  liver  involvement  are  not 
eligible  . 

Tamoxifen,  10  mg  po ,  twice  daiLy,  will  be  given  alone  until  there 
is  documented  progression  of  the  disease.  Clear  cut  response  may 
not  he  observed  until  8-12  weeks  of  tamoxifen  therapy.  Therefore, 
therapy  will  not  be  discontinued  unless  there  is  evidence  of 
disease  progression  it  four  weeks  or  unsatisfactory  stable  disease 
after  eight  weeks  of  therapy. 


PROGRESS 

(83  03  -  83  OP)  No  entries  af  MAMC . 


1 2  2 


STATUS : 


(O) 


!  !  Tl , t  :  •  .vui  rt  V  .M/'  i  0  :  ('i  mi! 1  1  1 1  *  *  ■ .1  Mo. .  it  y  1  h>  •  r  apy  tor  Multiple 
M  /.'•  1  oina  ,  VMCP- VBAP  tor  K'.'isissun  Induct  1  m  Therapy: 

VMCP  +  l.evami  sol*-  vs  .Sequent  ill  Half-Boo/  Radiotherapy  * 

V 1  nc  r  l  s  t.  i  ne-  Pr  e  :  n  1  son*  •  t  or  pit.  ii?n!.s  Who  Fail  to  Achieve 
Remission  Status  with  Chemothe  r  lpy  Alone,  Phase  III 

PRINCIPAL  I  \'VKS T I GATOR:  I.I.C  lanes  K.  Congdon,  MC 

t  )  F  F  S  S  1 1 )  N  A  i .  ASSISTANTS':  COL  Friedrich  H  .  Stut  7. ,  MC 

L  TC  Irwin  B.  Babe,  MC 
MAJ  Thomas  M.  Baker,  MC 
MAd  Allred  H.  Chan,  MC 
MAd  tiowar  i  Davidson,  MC 
MA  I  !'l  nothy  .1.  O'Rourke,  MC 

a.»RF  AIT  No;  8  i  /  6  1 

TFCHN  I  CAT  1  'BJ  KC  I’  1  VKS 

••  compare  the  ■  ■  t  1  ect  i  veness  of  two  intermittent  pulse  schedules 
>r  trie  r  he-not.herapy  combination  of  v  i  ncr  i  st.  i  n-3  ,  melphalan,  cyclo¬ 
phosphamide  till  prednisone  (VMCP)  +  vincristine,  BOND ,  ardiamycin 
and  prednisone  ( VBAP)  (alternating  versus  syncopated)  for  i nduc- 
t  i  on  of  remission  in  previously  untreated  patients  with  multiple 
myeloma.  Resul  r  1  will  also  be  compared  with  other  combi  nat  i  >n 
chemotherapy  treatments  in  previous  SWOG  studies.  Tn  patients 
proven  to  acne  i  ve  remission,  to  compare  the  value  of.  12  months 
d  chemo- immunotherapy  ma  i  ntenance  ,  VMCP  f  1  evam  i  sole,  versus  a 
.'is  ol  idat  ion  piroqram  consisting  of  sequential  half-mdy  ran  io- 
t.nerapy  along  with  vincristine  and  predn  i  sone  tol  lowed  by  unmain- 
*  lined  remission.  In  patients  who  only  achieve  improvement 
t.  -  d.*t  ermine  whether  sequential  half  body  radiotherapy  along 
with  vincristine  and  prednisone  will  increase  the  remission 
rate.  To  determine  whether  sequential  halt-body  radiotherapy 
a  long  with  vi net  i st  i  ne  and  prednisone  can  serve  as  an  effective 
r  irm  of  i miuc* ion  therapy  tor  patients  who  tail  to  respond  to 
chemotherapy  or  suffer  early  relapse. 

METHOD 

Only  pat  ients  with  previously  untreated  multiple  myeloma  are 
e  1  i  g  i  r>  L  e  .  Patients  will  be  stratified  as  to  turn  >r  mass  status 
in  1  t. hen  random  1  ,ted  to  induction  therapy  on  Arm  I  (VMCP  alternated 
every  three  weeks  with  VBAP  for  a  minimum  of  6  months  to  a  maximum 
of  one  year)  or  Arm  II  (VMCP  tor  )  cycles  followed  by  5  cycles  of 
VBAP.  Bach  course  will  tie  repeated  eve t  /  11  weeks.  Courses  will 
be  repeated  for  1  minimum  of  1,  mont  hs  to  a  maximum  of  one  year)  . 

..  n  completion  of  induction,  patients  with  documented  75* 
re  j  ress  ion  with  chemotherapy  alone  will  tie  randomised  to  receive 
Arm  II  I  1 VMCP  t  levamisole,  repeated  every  three  weeks)  >r  Arm  IV 
1  sequent  i a  1  halt-body  radiotherapy  and  concomitant  vincristine  and 
pr<*. In  i  sone  I  .  Patients  who  are  part  ini  responders  (50-75*  regres- 
s  on)  or  non-responders  (<50*  or  carl y  relapse)  followinj  induction 


SWOG  8229/30  -  Congdon 


therapy  w l  1 L  receive  Arm  V  (  seijuent  ial  half-body  radiotherapy 
and  concomitant  vincristine  and  prednisone  for  six  weeks). 


PROGRESS 

(83  04  -  83  09)  one  patient  has  been  entered.  Adverse  reactions 
noted  include  neutropenia  (mild),  one  episode  of  diaphoresis, 
chills,  and  jittery  feeling  during  BCNH,  and  cutaneous  disseminated 
herpes  /  >si  .*r  which  was  resolved  without  problem. 


S  1 A  1 
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TITLE:  SWOt;  H231:  Chemo therapy  ot  Kxt  rayon. id  a  1  Germinal  Cell 

Mt‘i ' ;  >  1  .sms  ,  Phase  111 

PRINCIPAL  INVESTIGATOR:  MAJ  Howard  Davidson,  MC 

PROFESSIONAL  ASSISTANTS:  COL  Friedrich  H.  Stutz,  MC 

ETC  William  He l vi  lie,  MC 
ETC  Irwin  B.  Dabe,  MC 
MAJ  Thomas  M.  Baker,  MC 
MAJ  Alfred  H.  Chan,  MC 
MAJ  Timothy  J.  O'Rourke,  MC 
CPT  Michael  Stone,  MC 

CORK  UNIT  NO:  83/68 

TECHNICAL  OBJECTIVES 

To  determine  the  effectiveness  of  alternating  combination  chemo¬ 
therapy  consisting  of  VHP  (vinblastine,  bleomycin  and  c i s-plat inum ) 
and  EBAP  (bleomycin,  adriamycin,  cis-platinum  and  VP-16)  in 
patients  with  metastic  germinal  cell  neoplasms  arising  in  extra- 
gonadal  sites;  to  determine  the  overall  toxicity  of  the  alternating 
combination  of  VHP  and  EBAP;  to  determine  the  role  of  surgical 
removal  of  residual  disease  following  this  drug  combination  in 
partially  responding  patients;  to  compare  the  response  rates 
observed  in  this  study  with  those  reported  by  other  invet igators  . 


MKTHOn_ 

This  study  will  utilize  alternating  combination  chemotherapy, 
with  first  and  third  cycles  consisting  of  VBP  and  the  second  and 
fourth  cycles  consisting  of  EBAP.  There  are  reduced  "poor  risk" 
doses  tor  patients  who  are  over  65  or  have  neutropenia,  thrombo¬ 
cytopenia,  markedly  abnormal  liver  function,  or  prior  radiation 
therapy  . 

Following  completion  of  the  four  cycles,  those  patients  with  a 
complete  response  will  be  observed;  those  with  stable  disease, 
minimal  response,  or  partial  response  will  have  surgical  resection 
of  residual  disease,  if  possible,  followed  by  2  more  cycles  of 
chemotherapy  if  malignant  tumor  is  found  at  surgery. 


PROGRP° ■ 

(Hi  07  -  8  3  09)  No  entries  at  MAMC  . 


.STATUS :  (O) 


TITLE : 


SWOG  8232:  Treatment  of  Limited  Small  Cell  Lung  Cancer 
with  VP- 1  6/C i s- Pi  at i num  Alternating  with  Vincristine/ 

Adr i amy c i n/Cyc lophospham i de  and  Radiation  Therapy  versus 
Concurrent  VP- 1  6/Vi ncr i st i ne/Adr iamyc i n/Cyci ophospham 1 de 
and  Radiation  Therapy,  Phase  III 


PRINCIPAL  INVESTIGATOR: 
PROFESSIONAL  ASSISTANTS: 


WORK  UNIT  NO:  83/45 


LTC  James  E.  Congdon,  MC 

COL  Friedrich  H.  Stutz,  MC 
LTC  Irwin  B.  Dabe ,  MC 
MAJ  Thomas  M.  Baker,  MC 
MAJ  Alfred  H.  Chan,  MC 
MAJ  Howard  Davidson,  MC 
MAJ  Timothy  J.  O'Rourke,  MC 


TECHNICAL  OBJECTIVES 

To  compare  the  efficacy  of  alternating  non-cross-resistant, 
multidrug  regimens  with  concurrent  combination  chemotherapy  as 
remission  induction  in  patients  with  limited  small  cell  lung 
carcinoma  and  to  determine  the  toxicity  of  these  treatment  programs. 


METHOD 


After  appropriate  laboratory  tests  to  determine  that  the  patient 
has  limited  disease,  the  patient  will  be  randomized  to  one  of  two 
treatment  arms:  ARM  1  -  includes  4  agents,  VP-16,  vincristine, 
adriamycin  and  cyclophosphamide.  These  agents  will  be  given  IV 
every  3  weeks  for  a  total  of  6  courses.  ARM  2  -  consists  of 
VP-16  and  cis-platinum  alternating  every  3  weeks  with  vincristine, 
adriamycin,  and  cyclophosphamide.  These  regimens  will  be  repeated 
for  a  total  of  6  treatments  or  3  treatments  of  each  group  of 
drugs.  At  the  end  of  6  cycles  of  therapy,  the  patients  will  be 
restaged.  For  those  patients  with  no  evidence  of  disease  remaining 
or  those  who  have  had  a  large  decrease  in  the  size  of  their  tumor 
with  only  residual  tumor  remaining  in  the  chest  will  receive 
radiation  thearpy  to  mediastinal  and  hilar  regions  and  prophy¬ 
lactic  whole  brain  radiation  therapy.  At  the  completion  of  this 
phase  of  treatment,  the  patients  will  receive  6  more  cycles  of 
the  same  chemotherapy  regimen  that  they  received  prior  to  radia- 
t ion  therapy  . 


PROGRESS 

(83  02  -  83  09  )  One  patient  has  been  entered  at  MAMC  .  In 
patients  treated  group-wide  severe  and  1  i  te-threaten  i  ng  granulo¬ 
cytopenia  has  been  observed.  However,  a  high  response  rate  is 
being  seen  with  both  regimens.  No  survival  data  is  available  at 
this  t  ime  . 

STATUS:  (o) 
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TITLE:  SWOc;  8217:  Kvaluatlon  of  Continuous  Infusion  Vinblastine 

Sulfate  in  Pancreatic  Adenocarcinoma,  Phase  II 

PRINCIPAL  [  NVKKT  LO  Yl'OR :  MAJ  Thomas  M  .  Baker,  MC 

t  ROFKSS I ON AT  ASSISTANTS:  COL  Friedrich  H.  Stutz,  MC 

LTC  Irwin  B,  Da be ,  MC 
MAJ  Alfred  H.  Chan,  MC 
mA’J  Howard  Davidson,  MC 
MAJ  Timothy  J.  O'Rourke,  MC 
OPT  Michael  D.  Stone,  MC 

WORK  UNIT  NO:  8  3/7 2 


TECHNICAL  OBJECTIVE 

Jo  determine  the  clinical  response  rate  of  a  five-day  continous 
infusion  of  vinblastine  sulfate  in  pancreatic  adenocarcinoma. 


METHOD 

Patients  will  be  treated  with  vinblastine  sulfate  at  a  starting 
dose  of  1.4  my/M2/day  by  continuous  infusion  for  five  days. 
Vinblastine  sulfate  will  be  repeated  every  three  weeks  provided 
granulocyte  and  platelet  counts  are  satisfactory.  If  the  coutns 
do  not  recover  until  four  weeks,  the  chemotherapy  will  be  given 
on  a  four  week  cycle  at  the  same  dose.  If  the  counts  have  not 
recovered  within  four  weeks,  vinblastine  sulfate  will  be  given  at 
a  one  dose  level  of  reduction  when  the  counts  have  recovered. 
Therapy  will  be  continued  as  long  as  there  is  stable  disease, 
partial  response,  or  complete  response  and  acceptable  clinical 
toxicity.  An  adequate  trial  will  be  defined  as  two  cycles  of 
continuous  infusion  vinblastine  therapy. 


PROGRESS 

(83  08  -  8  3  09)  No  entries  at  MAMC  . 


STATUS:  (O) 


127 
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TITLE:  SWOG  8241:  Treatment  for  Advanced  Non-Small  Cell  Luny 

Cancer:  PVp  Versus  PVpM  Versus  PVe  Verrsus  PVeM i  Versus 
POM i /CAP,  Phase  III 


PRINCIPAL  INVESTIGATOR: 


LTC  James  E.  Congdon,  MC 


PROFESSIONAL  ASSISTANTS: 


COL  Friedrich  H.  Stutz,  MC 
LTC  Irwin  R.  Da be,  MC 
MAJ  Thomas  M.  Baker,  MC 
MAJ  Alfred  H.  Chan,  MC 
MAJ  Howard  Davidson,  MC 
MAJ  Timothy  J.  O'Rourke,  MC 


WORK  UNIT  NO:  83/46 


TECHNICAL  OBJECTIVES 


To  directly  compare  the  efficacy  and  *-oxicity  of  cis-platinum  plus 
VP-16  (PVp)  versus  cis-platinum  plus  vinblastine  (PVe)  in  patients 
with  advanced  non-small  cell  luny  cancer;  to  compare  the  response 
rate,  response  duration,  survival,  and  toxicity  of  PVp  to  cis- 
platinum  plus  VP-16  plus  MGBM  ( PVpM ) ;  to  compare  the  response 
rate,  response  duration,  survival  and  toxicity  of  PVe  to  cis- 
platinum  plus  Vinblastine  plus  Mitomycin-C  (PVeMi);  to  re-evaluate 
and  compare  the  activity  of  FOMi/CAP  to  PVp,  PVpM,  PVe  and  PVeMi 
using  a  five  arm,  randomized  study  design;  to  evaluate  differences 
in  response  rates  amony  patients  with  squamous  cell  carcinoma, 
adenocarcinoma  or  larye  cell  undifferentiated  carcinoma  of  the  luny. 


METHOD 


After  adequate  laboratory  tests  to  determine  extent  of  disease, 
patients  will  be  randomized  to  1  of  5  treatment  arms.  ARM  1 
consists  of  cis-platinum  plus  VP-16  every  4  weeks  for  3  courses, 
then  every  6  weeks  thereafter.  ARM  2  consists  of  cis-platium 
plus  VP-16  plus  MGBG  to  be  repeated  at  4  weeks  times  2  cycles  and 
thereafter  every  6  weeks.  ARM  3  consists  of  cis-platinum  and 
vinblastine  to  be  repeated  every  7  weeks.  ARM  4  consists  of 
cis-platinum  plus  mitomycin  C  to  be  repeated  every  7  weeks  . 

ARM  5  consists  of  6  drugs  on  an  alternating  schedule,  5-f lurourac  i  1 
plus  vincristine,  plus  mitomycin  C  will  be  alternated  every  4  weeks 
with  cyclophosphamide  plus  adriamycin,  plus  cis-platinum.  These 
complete  cycles  will  be  repeated  every  8  weeks.  Treatment  of 
all  5  ARMS  may  be  discontinued  after  12  months  in  patients  achieving 
a  complete  remission  status.  The  patients  will  be  removed  from 
the  study  at  the  first  objective  evidence  of  disease  progression. 

PROGRESS 


(83  02  -  83  09)  Four  patients  were  entered  with  no  severe 
side  e  f  feet s . 


STATUS:  (O) 


TITLE: 


SWOG  8272:  Treatment  of  Primary  Brain  Tumors  with 
Adjuvant  Chemotherapy  and  Radiation  Therapy  Utilizing 
Intra-Arterial  Cis-Platinum  and  CCNIJ,  Phase  I  —  I  I  ,  Pilot 


IRINCIPAL  INVESTIGATOR:  MAJ  Howard  Davidson,  MC 


PROFESSIONAL  ASSISTANTS: 


WORK  UNIT  NO:  83/69 


COL  Friedrich  H.  Stutz,  MC 
LTC  Irwin  B.  Dabe ,  MC 
LTC  E.  Neal  Gunby,  MC 
MAJ  Thomas  M.  Baker,  MC 
MAJ  Alfred  H,  Chan,  MC 
MAJ  Timothy  J.  O'Rourke,  MC 
CPT  Michael  Stone,  MC 


TECHNICAL  OBJECTIVES 


To  determine  whether  the  severe  or  worse  toxicity  rate  of  the 
proposed  therapy  (surgery  plus  radiation  therapy  plus  CCNU  plus 
intra-arterial  c i s-pl a t i num  )  is  "acceptable"  (  i  .e  .  ,  1%  or  less) 
or  "not  acceptable"  (i.e.,  15%  or  more)  in  patients  with 
malignant  gliomas  of  the  brain  and  to  estimate  rates  (e.g.,  six 
month  survival  rate,  response  rate,  etc.)  with  a  standard  error 
no  more  than  10%. 


METHOD 


Treatment  consists  of  intra-arterial  cis-platinum  starting  within 
four  weeks  of  craniotomy.  Three  to  five  days  later,  radiotherapy 
will  be  started  (5580  rads  over  6  to  7  weeks)  and  oral  CCNU  will 
be  given  daily  for  2  days,  every  6  weeks  for  up  to  one  year. 
Cis-platinum  will  be  repeated  once  on  day  28  of  radiotherapy. 


PROGRESS 

(83  07  -  83  09)  No  entries  at  MAMC .  of  22  patients  entered 
group-wide,  two  patients  with  large  residual  tumors  post- 
ooeratively  experienced  expressive  aplasia  and  hemiparesis 
post- i nf us  ion  and  one  patient  had  transient  exacerbation  of 
focal  seizures. 


STATUS:  (C) 


TITLE:  SWOG  8294  -  Evaluation  of  Adjuvant  Therapy  and  Biological 

Parameters  in  Node  Negative  Operable  Female  Breast  Cancer 
(ECOG,  EST-1180),  Intergroup  Study 


PRINCIPAL  INVESTIGATOR: 
PROFESSIONAL  ASSISTANTS: 


LTC  James  K.  Congdon ,  MC 

COL  Friedrich  H.  Stutz,  MC 
LTC  Irwin  B.  Dabe,  MC 
MAJ  Thomas  M.  Baker,  MC 
MAJ  Alfred  H.  Chan,  MC 
MAJ  Howard  Davidson,  MC 
MAJ  Timothy  J.  O'Rourke,  MC 


WORK  UNIT  NO:  83/56 


TECHNICAL  OBJECTIVES 


To  assess  the  impact  of  short-term  intensive  chemotherapy  with 
CMEP  to  prevent  disease  recurrence  and  prolong  survival  in  node 
negative  patients  with  any  size  estrogen  receptor  negative  tumors 
and  node  negative  patients  with  estrogen  receptor  positive  tumors 
whose  pathological  size  is  greater  >_3  cm;  to  assess  the  impact  of 
surgical  procedure,  estrogen  receptor  status,  menopausal  status 
and  tumor  size;  to  develop  guidelines  referable  to  h i spa tholog i ca 1 
features  of  node  negative  tumors  which  are  reporducible  and  to 
assess  their  prognostic  impact  for  disease-free  survival  and 
survival;  to  assess  the  value  to  CEA  in  predicting  recurrence 
and  survival  rates;  to  assess  the  natural  history  of  a  subgroup 
with  node  negative,  estrogen  receptor  positive  small  tumors  (3  cm). 


METHOD 

Patients  will  have  laboratory  evaluations  to  ensure  that  there 
is  no  evidence  of  disseminated  disease.  They  will  be  stratified 
into  a  number  of  treatment  groups  based  on  the  site  of  tumor, 
estrogen  receptor  status,  age,  and  menopausal  status.  Patients 
with  primary  tumors  less  than  3  cms  in  diameter  who  are  estrogen 
receptor  positive  will  be  followed  by  close  observation  only  to 
determine  the  natural  history  of  their  tumor.  All  other  patients 
who  have  a  somewhat  greater  likelihood  of  relapse  will  be  random¬ 
ized  to  receive  either  close  observation  only  or  6  cycles  of 
systemic  chemotherapy.  The  chemotherapy  will  consist  of  4  agents: 
cyclophosphamide,  methotrexate,  5- f luorourac i l ,  and  prednisone 
given  for  six  28  day  cycles.  The  dosage  of  the  individual  agents 
will  be  determined  by  body  height  and  weight. 


PROGRESS 


(83  03  -  83  09)  One  patient  has  been  entered  in  the  observation 
only  group  . 


STATUS:  (o) 


3  30 


TITLE:  SWOG  8304  :  Phase  II  Evaluation  of  L-Alanusine  in 

Metastatic  Carcinoma  of  the  Breast 

PRINCIPAL  INVEST LGATOR:  MAJ  Thomas  M  .  Baker,  MC 

PROFESSIONAL  ASSISTANTS:  COL  Friedrich  H.  Stutz,  MC 

LTC  Irwin  B.  Dabe ,  MC 
MAJ  Alfred  H.  Chan,  MC 
MAJ  Howard  Davidson,  MC 
MAJ  Timothy  J.  O'Rourke,  MC 
CPT  MichaeL  D.  Stone,  MC 

WORK  UNIT  NO:  83/73 


TECHNICAL  OBJECTIVES 

To  determine  the  antitumor  activity  as  determined  by  response 
rate  and  duration  of  response  of  L-alanosine  used  on  a  three 
day,  every  three  week  schedule  in  patients  with  metastatic 
carcinoma  of  the  breast  who  have  failed  on  standard  therapy 
and  to  determine  the  nature  and  degree  of  toxicity  of  L-alanosine 

METHOD 

Patients  will  be  stratified  as  to  prior  chemotherapy  (minimal  or 
extensive).  L-alanosine  will  be  given  at  a  dose  of  250  mg/M2/day 
Courses  of  therapy  will  be  repeated  at  three  week  intervals. 

An  adequate  trial  of  therapy  is  defined  as  two  courses  of  therapy 
(six  weeks)  with  follow-up  tumor  measurement  or  progression  after 
one  course  of  therapy.  Therapy  will  be  continued  until  progres¬ 
sion  of  disease,  relapse  after  attainment  of  remission,  or 
unacceptable  toxicity. 


PROGRESS 

(33  08  -  83  09)  No  entries  at  MAMC  . 


STATUS:  (O) 


APPKNDIX  i 

GUIDING  PHI  NC I  PLUS  OF  THF  GAHK  AND  ilSK  OF  ANIMALS 

Approved  by  t  In.' 

Council  of  the  American  Physiological  Society 


only  animals  that  are  lawfully  acquired  shall  tie  used  in  this 
laboratory,  and  their  retention  and  use  shall  be  in  every  case 
in  strict  compliance  with  state  and  local  laws  and  regulations. 

Animals  in  the  laboratory  must  receive  every  consideration  for 
tneir  bodily  comfort;  they  must  be  kindly  treated,  properly  fed, 
and  their  surroundings  kept  in  a  sanitary  condition. 

Appropriate  anesthetics  must  be  used  to  eliminate  sensibility  to 
pain  during  operative  procedures.  Where  recovery  from  anesthesia 
is  necessary  during  the  study,  acceptable  technic  to  minimize 
pain  must  be  followed.  Curarizing  agents  are  not  anesthetics. 
Where  the  study  does  not  require  recovery  from  anesthesia,  the 
animal  must  be  killed  in  a  humane  manner  at  the  conclusion  of 
the  observations. 

The  postoperative  care  of  animals  shall  be  such  as  to  minimize 
discomfort  and  pain  and  in  any  case  shall  be  equivalent  to 
accepted  practices  in  schools  of  veterinary  medicine. 

When  animals  are  used  by  students  tor  their  education  or  the 
advancement  of  science,  such  work  shall  be  under  the  direct 
supervision  of  an  experienced  teacher  or  investigator.  The 
rules  tor  the  care  of  such  animals  must  be  the  same  as  for 
animals  used  for  research. 


1  l  ^ 


API’KNDIX  [I 


Kec  >mm> utda  f  1 1  >!l  s  lroin  the  IVc  I  a  r  a  t  i  on  •!  Hi-  I  si  i:k  l 


I  .  Basic  I’r  1  nr  i  p  I e  s 

1.  Clinical  r  ..‘SiMtvii  must  '‘on  form  to  t.he  moral  and  scientific 
principles  that:  justify  med  i  ca  1  research  and  should  he  Based  on 
laboratory  and  animal  experiment  s  or  ,>t  tier  sc  lent  it  ically 
established  facts. 

2.  Clinical  research  should  :>e  conducted  e.nly  by 
scientifically  qualified  per sons  and  under  the  sup-e-vis:  >n  of  a 
qualified  medic h1  man. 

1  .  c"  1  ini  ca  1  research  cannot  legitimately  m  r  r  i » •.:  a,  t  a n  I  e s r. 

the  import. ince  <  >  t  the  oh  ject  i  ve  is  in  ,  rop  ■  t  i  .  r :  1  t  he  .  niieren! 
i  sk  to  the  subject  . 

4.  Kvory  clinical  research  project  sliou  1  1  :>e  •  receae  :  t.y 

careful  assessment  d  inherent  risks  in  comparison  1  1  •resecaole 

be  net  its  to  t  tie  subject  or  to  other*  , 

5.  Special  caution  should  be  exercised  by  • ne  1  >ct  or  in 
performing  clinical  research  in  which  t  he  persona  1  1 1  y  of  t  :.e 
subject  is  liable  to  be  altered  by  druqs  a  e xpe r i me n t a  1  procedure. 

11.  Clinical  Research  Combined  with  Rrotessi  mmI  Care 


1.  In  the  treatment  ot  the  sick  person,  i he  doctor  must  be 
free  to  use  a  new  therapeutic  measure,  i  *  in  his  j  udqment  it 
offers  hope  of  saving  life,  rm“U  ilil  ishm  i  health,  < > r  a  l  leviat  i  n.j 
su  f  t  e  r  i  nq  . 


1 1 

It  ,1  1  1  [>OSS  i  b  1  e  ,  r 

■  o  n  s  i  s  f  e  n  t  with 

pat  lent  psychol 

ogy , 

t 

doc  tor 

shou l d  obta i n  t he 

p.t  lent  's  tree 

1  y  given  consent 

a  f  t  e  r 

t  ho 

p  at  iec 

i  has  been  given  a 

lull  e  x  p  L  a  n  a  t  i  > 

>n  .  1  n  ca  se  of 

1  e  q  a  1 

i  nc 

a pac  i  t  y 

,  consent  should  al 

so  be  procured 

from  the  It.' gal 

g  u  a  r  d  i  a  n 

l  n 

ease  ol 

pi iy  s  i  ca  l  i  ncapac  i  t 

y,  the  permiss 

i  on  of  t  he  1 eja  1 

juard  ian  replaces  that  of  the  it  lent  . 


2  . 

must  be 


The  nature,  the  purpose, 
exp  1  a  i  nod  to  t  he  sub  je.-t 


and  the  risk  of  clinical  research 
I >y  t  he  doctor  . 


5.  a,  cl lnical  research  on  i  human  being  cannot  be  undertaken 
without  tus  tree  consent  attei  he  has  been  informed;  if  he  is 
legally  incompetent  ,  the  consent  d  the  legal  guardian  should  be 
p roc u red  . 


b.  The  sebp'et  ot  cl  i  mi'll  research  should  be  in  such  i 
mental,  physical,  and  legal  si  it  c  is  to  be  aide  to  exercise  fully 
his  power  it  c  h.  >  i  c>  •  . 
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